EEFEERAER 03285 4 &
Rk 31 £ 3 B 28 H

S

KE - RinlEFES
=k BH Tt B

FEFBRE  RA [y

HHLEE

BonfiAErE (BBFD 22 SFiEHE5E 233 5) BB 11 RE 1 HOHTEICESE, T
DEHIZHONWT, HEEDOEREZROET,

b=l
(]

RIZEBIT 5 EEEORMF OREEERTEIZONT

BYHERLTEFTY
BMAERSL 7 e LT /)RR
BEX Yy F&
BERSTFT ) v

BEFT 7Y R

BI S m =)L

Uk




SFotAES5 A 16 H

- i AEERS
BiMAESREE MHE OB &

7'?<$ ﬁunfﬁﬁj‘c%u %\ﬁuufﬁé/\ﬂ/\
B - BHERLTSRE ML v

HE - AR ES RN E SRS
AR - B ER LT SR E IOV T

Wk 31 4F 3 A 28 B AN EA S EA AR 0328 4 5% b - Caki & iz & dn g
W (WEFD 22 4RVEAES 233 ) B 11 R 1 HOBEICE S T EXRF VU VR DH B
OB AR OREEHEDOREICHOWT, BEE CHEBEEITo TR EZIGO LB
DD LD T, ZhEaRET D,



TEXFVY

DT FEEDIRFHZ DWW TIL, &P OB IERLEDOR T 7 U A MEEEA
RFICHTTZICRE SN B (Wb W 2B ERENE) ORE LIZOWT, BRBEEZEERICE
WCER SR AR 2 SNz L a2 E 2, B - B HEELBSICB WD CERETT
W, LTFTOWREEZRD EEHDHHLDTH S,

1. A%3E
(1) shHA : 7EX>2 U [ Amoxicillin ]

(2) A & EERPTEH

JEVHLE AT NV EFTDH B-T 7 X LAROFERIIEEME CH 5, ME M
BEDTF RTY B OBRERE 2T 2 X7 F NIsBBERERZLET 22 L2k
BEMICERT2EE 206005,

EINTIX, BAEREMLE LT, B BEOEEZXZICT XV U U KRF Ofakt
WAL, FOKTSIBISOTERBI KR I TS, £, B FAERKLE LT, 7
YUV VKT OBAIILY T 7T ) U A EORABINEOKSE L L CKER
STV 5D,

WA Tl B AERN & L, KBRGRIO T FE2ETed, K, B, EEIIBTD
Bex 7277 DGR KONV T AREE ORYYEDTRRZ B E LT, 7TEF U K
ORI GHICHEFFN AR SN TS, 2, B MHAEEMLE LT, TEXFV
VKT MU UL E L TEL ORYGYE (FHR, HEAR K VRIEE, TR0E
JRYYIE, FJERYYES) OIFRICHVW LR TWV D,

(3) (b5 K UCASE: 5
(2S, 5R, 6K) —6-[ (R) —2—Amino—2- (4-hydroxyphenyl) acetamido]-3, 3—dimethyl-7-
oxo—4-thia—1-azabicyclo[3. 2. 0Jheptane—2—-carboxylic acid (IUPAC)

4-Thia—1-azabicyclo[3. 2. 0Jheptane—2-carboxylic acid, 6-[[(2R)—2-amino—2-
(4-hydroxyphenyl) acetyl]amino] -3, 3-dimethyl-7-oxo—, (285, 5R, 6K)-
(CAS : No. 26787-78-0)



(4) HEA KO

(5) BWHITEAOME

= C,6H,oN505S
& 365. 41

AFN DAL @ K O T EF TN T O LB,

O EHNTOEMGE

I kS I OV FH 515 IRFEHI
4 1H&EL LTREL kgX47-93~10 mg
1Z5~10 DEx
PR (ﬁﬁ)x\ ‘\m(ﬁm) & oH
WOK T EAEHZIE CTLAIZ1~2[H]
HHDEERLS, ) ]
Bo&kE54 25,
TEXUY KT
o 1H&EL LTREL kgX47-93~10 mg
R ET D o
. iZ3 () D&% FOK SFEEHZIE U C 5H
K ST AR I .
IBIZI~ 2B O#&E53 5,
@ 1H&EL LTHREL kg247- 9 10~50 mg
N (i) DB Bk UTETEHIE U T 5H
z H‘{/nv%_)/\ o
(PEIRFE #BR<, ) LH 1 L~ 2 5
REL kg47-0 15 mg (Jifl) D&%
s RN ST 5, ERIC X v K18 .
FEHLFERL, ) | BENVLERG AT, 48 E% I HE
TEXT VY LK .
A L FlEZ&RET 5,
A
- REL kgX47-0 15 mg (Jifl) D&%
. RN ST 5, ERIC L K18 .

BHENLEREA L, 48K ICHE
FlEZ&RET 5,

s AL O NE, TEXTTU > (CreHioNs05S :

365.41) & LCOELXZEHEE (Jiffi) Trd,




@ WSO TTIE

[ R KT SRENY) K OV 5 1 fEAE | REEIM
KE45.5 kg47- 0 400 mgD B A A LI L
VIR U TIH2ERE D53 5,
T . 2H
RKEA45. 5 kg47- V400 mg4 &4 A —F ZEEH
TROKBET 5,
- }ﬁ%k@«mm%%%mmﬂﬁm%mﬁuf .
RO 5, -
CE 1 kg¥47= 0 13.1 mg4 & ZIRU
TEXVYI B fgf?ﬁgi&éﬁalwéi%%mcﬁ
A& A P {j&; - 9017 4 mg B BOKIC LR
. Z . m ==X &
RS LTs | tEs | o s H0B : 9H
o 1 (SR % R U C3AHMKRAEST 5, EER :5E
i gi'; L REL kg47- 0 13, 1~17.4 mgX4 &% o
e FOKIZIR U T3 R BN 545,
AE] kg2472 080 mgD EAGHIEHIIE L TIHL
F e [E] 500/% H
[F10 H MR N#5-9 %, I
<AEWD
- K1 kg247- v 20~80 mgD A FIBHIIR L T - 15H
L LH1EIZ2E], A~THRER OS54 5, N (217 H)
REL kg M47-V6.6~11 mg OEZ1H1FETGA
s N XTI Flci& 545, 58 H
REEL kg4 72 v 15 mgD & A A8 U] [HIFE C2[alf5 (#.:2.5H)
WNIZ&ET 5, -
{REE20 kg 2721 200 mg DEE FHAWIZE 57
TEXVY %
73 ’ 35H
AF % AREL kg47= v 15 mgD % 48[ [k C2[E] )
HARG & 5% B 5 5
A KEL kgi7- 07 mgitA 1 H1E. XAAE
1 k2§72 15 mgY &4 IR H IR S |
ES B [E] 19H
T 5, T, KE20 kX472 200 mgD &%
ANICERET 5,
[ON=X:2 KHEL kg47- 0 10 ngDEETHANICE 545,
TEXVY 150
N2 =, Vie - ?:’.‘
FhU T LE ey | L K012 540 meoREGANC | BE o )
BHRhESy &5 w5425,

T




@

s COEM L (H3%)

=B S xF BN J OV 71 fiti A PRI
TEX Y K,
A aav g Y RV §0) 4 A4y 2472 0 200 mg Z 128 [ i b . 7H
T R=Ya B BRRS T3R5 5, (%L : 84FE[)
& DHFENEEH

FEH (degree days) : /KiR & A3 ORBREIRE KR X A%

2. XREYICIIT HIREEHER
(1) oo
[(Ew]

@

@

TR G
TEXVI U

SIMTIE DR
) P FT A

AR ORI X, BUBHT Y IR M M= — T LV Z A THRET A XL,
KIED pH 28.0L L ToF o —T L TUHT D, MM OEIRIL. U o BRiRmEiK
THHL, =F V== LR v a kL ATHETH, AF LU= AR
VRS HNMEWRERI D T L2 RAWTHERL L . Bacillus stearothermophilus var.
calidolactis IAM 12043 (C-953) Z HWe A AT vk A TERT D,

FoE, HAKONENX, U CEBREEwR - K- 78 M (101 0 2) BRE T
L. U UBERERZ N C2TF Lo —T L CHET 5, L OB RiL. 2%k
MU DL - 7R (10 D) RIETHIE L, (L7 =0 LY VEREIK AN
A CHEMALEE L, pH Z28.0& L72& U VERiREK 2 N2 C=F /Lo —T L 7 v
ORIV A THET 5, AF LU P E =RV REAMERER T T L% AV Tk
8l Bacillus stearothermophilus var. calidolactis TAM 12043 (C-953) %
WA FT v A TERT D,

FrlE. AL ATIEA O gL, U ERREER - K - T R (101 :2) IR
THIH L, V) UBBREREZNZ T v a kL A THRET 5, B, D o BRiEEig
KO vaibzMz Tt L, U U RERE IR 2, KEEZAFLroroye=
NARY U REHAMRER T T LE A NTHEL L, Bacillus stearothermophilus
var. calidolactis 1AM 12043 (C-953) Z HW\\To XA 4T vt A TEET D,

FrlE. AL ATIEA O gL, U ERREE - K - T R (101 :2) IR
THIH L. U Bk 2 Nz %, BBNIE. U U EBRREIR N OV v e RV A& R
THIH L, K@% pH 8.0+0. 15, AF L v P E =P U REFMEREH]
BT L RAWTHERL LU, Bacillus stearothermophilus var. calidolactis 1AM
12043 (C-953) Z JHWTe A 47 v A TEET D,



HLWE, RE S A X =L THIH L, U UEsREIRE N T=F Lo —T L
ML e ~F YV T 9 5, Bacillus stearothermophilus var. calidolactis 1AM
12043 (C-953) Z W= A AT v A CTEET D,

EEIESL : 0.004~0. 04 mg (Jiff) /kg

[#E5+]
O SR EmE
TRV

@  STiEOME
i) M AT v&A
Bacillus stearothermophilus var. calidolactis ATCC 10149% FUNT=/3A 47T
v TCEET D,

EERBA :0.01 mg (Jiffi) /kg

i) k7o~ 777 - 25 2REESHTE (LC-MS/MS) % AWz Jiik
REINGKTHIH L, V7 v XA X AJRE LTIk, WLARXF V=R E
V-NE=en ) RUoEEAR (WCX) 7T L&2 AW T4 5, LC-MS/MS CiE &

75,
ERIES - A, IR, IFl&. Blg & OVINE 0. 025 mg/kg
. 0.002 mg/kg

(2) R R
O 4 (RBnT. 3EE/FES) o7 EXF v ) &2 1H2E, 5HMRO#%S (400 mg/
UA) L. I GARFRIIEONCT, 3, 5y 7. 9. 11, 12, 14K N6HBZICERR L7/
. HERG, APl OBIRICRBIT 2T B v U VIBEEZ A FT v A THIE LTZ
(#1), (JECFA, 2012)



#1. THCT7TEXFV VY UESHBRAOBGZOMETFTOTEXT U UEE (ng (Jil) /ke)
A& P 1% B
Sk x
ARF 1 3 5 7
<0.01, 0.01, <0.01, 0.02,
fh A <0.01(3) <0.01(2), 0.02 | <0.01(2), 0.01
0.03 0. 05
=il <0.01(3) <0.01(3) <0.01(3) <0.01(3) <0.01(2), 0.04
0.01, 0.03,
FT- ik 0. 04 0.02(3) <0.01, 0.01(2) 0.01(3) <0.01(2), 0.02
0.01, 0.02
5 Mk 0.05, 0.16(2) o1l <0.01(3) <0.01(2), 0.03 <0.01(3)
i #&Pe 515 B
Sk =
9 11 12 14
fh A <0.01(2), 0.01 0.02(3) <0.01(3) <0.01(3)
RE Rk <0.01(3) <0.01(3) <0.01(3) <0.01(3)
0.03, 0. 05,
ikR 0.04(2), 0.07 <0.01(3) <0.01(3)
0. 06
<0.01, 0.01,
Bl <0.01(2), 0.02 | <0.01, 0.01(2) <0.01(3)
0. 02
B3 ohrEz s L, RIS EZr~d,  TERA :0.01 mg (i) /kg
@ T4 (BVvAZA F, 20~60H#n, PR EDSI. 5 kg, HE2EH/FFa) 127 EF T

VU RS E T APOKEIMAI 2 MRALICE U CTHBR &S (TEF v
& LTI0XE50mg (fli) /keg (AE) L.

He U7z, RN, ATl e OVt it
E L (F2),

(FROKPER,

1983)

A& B2l 2 I ONT3 K OB H AR TPk

BIFLITEXTV VY REEZANAETT vA THI

K2, FHRZTEXRVVY CETAMBARGROMB I OT TR U RE (g () /ke)

B Skt B 1% F K
(mg (J1ih) /kg) pJiEaih| 3 5
51 0.03, 0.04 <0.015(2) <0.015(2)
RER 0.021, 0.094 <0.015(2) <0.015(2)
v FiF ik 0.064, 0.138 <0.015(2) <0.015(2)
T ek 0.265, 0.313 <0.015, 0.020 <0.015(2)
51 0.539, 1.175 <0.015(2) <0.015(2)
50 NER 0.230(2) <0.015(2) <0.015(2)
JiT ik 0.302, 0.763 <0.015(2) <0.015(2)
5 Mgk 1.162, 1.769 <0.015, 0.025 <0.015(2)

AT AT EZ 7~ L, $5IPIEsR Az 7~ 9,

EEFER - 0.015 mg (Fiff) /kg




@ A (MR (VAL A R XRERIE) | K962 H fin, MESEH/IFA) 127 &%
U ARG &3 DA & ASHE IR T2l ARG (TEF U e L
T153E30mg (i) /ke AHE) L. ffd#51, 14, 28K U35 HARIZERIL L 72/ A,
WEIG. AT, M. /MG, &GRS N K& O G- B PIC B 1T 5 7 F 2 )
REZANAFTT v A THE LR (33), (BMKES, 1983)

K3, FHRCTEXT VY ARG & DR 2 20815 N P55t O Mg T o
TEXVY CRE (ng () /ke)

5 & et AP G% B
(mg (F71ih) /kg) 1 14 28 35
i <0. 04~0. 05 (3) <0.04(3) <0. 04 (3) -
NEN <0. 04(3) <0. 04~0. 05(3) <0. 04 (3) <0. 04(3)
Ji i 1.6+0.4(3) <0.04(3) <0. 04 (3) -
5 Mk 14+4(3) <0.04(3) <0.04(3) -
15 N 0.33+0.10(3) <0. 04(3) <0. 04 (3) -
B HAL 1700£670(3) | <0.04~0.10(3) <0.04(3) <0.04(3)
P
AL 1100+0(3) <0. 04~0. 13(3) <0. 04 (3) <0.04(3)
JE) B 55 1A
i 0.06=0.01(3) <0.04(3) <0.04(3) -
NEN <0.04(3) <0.04(3) - -
JT ik 3.340.6(3) <0.04(3) <0.04(3) -
X Mk 20+3(3) <0.04(3) <0.04(3) -
30 /N 0.600.03(3) <0.04(3) <0.04(3) -
B HAL 2200%850(3) | <0.04~0. 18(3) <0.04(3) <0.04(3)
P
B 1400£310(3) <0.04~9.3(3) <0.04(3) <0.04(3)
JE P
BB AR R A=, oA ST E O 2R U, FEINIR R A~ g,
- s

FEEIEAR :0.04 mg () /kg

@ 4 ((FE600~692 kg, MEHERSEH) (T XU U A2ARIES &5 5 S 448
eI b C2lE#% G- (7' U e LTI5 mg/kg KE) L. B 57, 14, 46
N OBTHBZICERE L 7ZREHZ BT 57X v v U BEZLC-MS/MSTHIE L= (B &
RS 1 0. 025 mg/kg), B GTHHZ O (BHMAZBR<) . BB, s OVE i
2B DR B IE I ERRARM CH o7, 7272 L, BgD LR IR O 7B 130, 025
mg/kg T o 7c, HGEHALAN TITHEMBEGE7H % T b 3RS T TEUEAEEDO. 05




mg/kgZ B2 TV, D —>DORERER CTld., Bk 5-80 % 090 H 4 D& 55N
WIZ 1T B IR IR 134 T OMK CEUR AT TH - 7=, (EMA, 2008)

® A4 (208H) T EF VY ARG LT D IHAENE A 2 1285 H EIRE T3,
WEARICHENICEES (TFEXT U o =AKMFE LT200 mg/45E) L. ks
iz 120FIERE CLemPEAL L. FLICBIT 527X v U R E A2 LC-MS/MSTHIE L 7=
(ERESR : AH), ALOFEEIREIISE B OPEALD GEUILEEDO0. 004 mg/kgATii 1Z
727, (EMA, 2011)

® WK CHMERE (LWDJAONLWH) . 27~ H i, “ERIRE20 kg, EEBE3FHA/KFR) IZ7 EF
U ERNESY & T AERSINAZ FEHIR U CTRMR O &S (TEXT Y
> & LT10, 504000 mg (i) /kg (RHE/H) L. fi&EG2RE#ZIEONTL, 2,
3R ONM0A (3K TM0H%IT100 mg (Fif) /kg M/ P GREOL) IR LI/
. NERG. TP, BB VNGB AT EXF U VIEERZ AL AT v A THIE
L7o (F4), (BMOKPERE, 1983)

K4 KT EXR T ARG & D EEHRINA 2T A R 04555 ok T o
TEXVY CRE (ng () /ke)

BEE & % A

W
(mg (JJAih) /kg) 2R 1 2 3 10

A 0.200=0. 054 (3) <0.015(3) <0.015(3) - -

=il <0.015~0. 180(3) <0.015(3) <0.015(3) - -

10 JF i <0.015(3) <0.015(3) <0.015(3) - -
¥ ik 1.547+0. 355(3) <0.015(3) <0.015(3) - -
N <0.015(3) <0.015(3) <0.015(3) - -

A 0.33220. 039 (3) <0.015(3) <0.015(3) - -

RE Rk 0. 447+0. 158 (3) <0.015(3) <0.015(3) - -

50 JF ik <0.015(3) <0.015(3) <0.015(3) - -

X Mk 2.679+0. 410(3) <0.015(3) <0.015(3) - -
7N 0.337+0. 148(3) <0.015(3) <0.015(3) - -
iR 0. 430+0. 058 (3) <0.015(3) <0.015(3) <0.015(3) <0.015(3)
NEN 0.801+0.090(3) <0.015(3) <0.015(3) <0.015(3) <0.015(3)

100 iR <0.015(3) <0.015(3) <0.015(3) <0.015(3) <0.015(3)

¥ ik 4.195+0. 881 (3) <0.015(3) <0.015(3) <0.015(3) <0.015(3)

NG 0.908=0. 362 (3) <0.015(3) <0.015(3) <0.015(3) <0.015(3)

ey

BABI T - AR 22, AT ST oW I O #PH 27~ L, fEINN I k3 & 7~ 9,
- b
EEES : 0.015 mg (M) /ke




@D & (SRR (LWD) . ARE30. 2~36.8 kg, WESEE/HES) 17 EXF T U U 2ARK
7 & D IERA A 4K MR T2l S (TEFR T Y o LTI5XIE30 mg (1)
/kg (REE/[A]) L., Bf&EEH1, 14, 21, 28 ONBSHZICEREL L 7=/, MRS, TR,
MR, /MG, A& B M OV B AL B AR RIC 3 1T 2 7 EF v v U ViR
EENAFTT oA THIE LT (%5), (EMKER, 2000)

5. KICTEX VU AR &3 D A2 2000 A N G- O#LRk T o
TEXVY CRE (ng () /ke)

B et TS SITX Ak

(mg (Z1fff) /kg) 1 14 21 28 35
i <0.04(3) <0.04(3) - - -
NEN; <0.04(3) <0.04(3) - - -
Jit g <0.04(3) <0.04(3) - - -
15 P ik 1. 04+0. 49 (3) <0. 04 (3) <0. 04 (3) - -
N <0. 04 (3) <0. 04(3) - - -
e G- 265+173(3) 0.16+0.19(3) | <0.04(3) | <0.04(3) -
P GEALEBEARA | 119£113(3) | €0.04~0.18(3) | <0.04(3) | <0.04(3) -
i 0.05+0.02(3) <0.04(3) <0.04(3) - -
NEN 0.04(3) <0.04(3) <0.04(3) - -
JiT ik <0.04(3) <0.04(3) - - -
30 5 Mgk 1.96+1. 18(3) <0.04(3) <0.04(3) - -
N7 <0.04(3) <0.04(3) - - -
e G- 338+204(3) <0.04(3) <0.04(3) - -
P G BH AT A 184+27(3) <0.04(3) <0.04(3) - -

BT AR R, oA E ST EOFM 2R U, FEINII AR A2~ T,

- e

FEEFEAR - 0.04 mg () /kg

K (48H/IRf 50 IZT7EX TV U B BRG & 3 DS & A8 I [ R C2[El i 5
(TEXTT U & LTlomg/kg RHE/A) L, b1, 7, 14, 21K V2THEZIC
B L7ZBHZ BT 2T EX 2 U REZLC-MS/MS TRIE L7z GEZEBRS : 0. 025
mg/kg) ., FAEBEGTAKROA (BN &2 FR<) . A IE. Il & OB Rl 8
T B IRE IR ILE BRI CTh - 7o, BIIC B W TRk 514 H % ICEUELE(E
0.05 mg/kgAdili & 72> 7=, FGINLAHA TIEREHEG2TAR TH 72 < & IRIRIC
BWTEUAEEZ 2 T\ oo, & 5:30, 36, 38 UM6 H % F Tallii s i =
Tz, BefkP% 5-38 H 1% DG ERAL T I B 1T D R FE 134 C DR A CEUIL BB R
T o7, (EMA, 2008)




© ¥ (SCHEFE, (RE49~69 kg, WEMER25H/IKeri) (T EX VY 2 ARG ET
HIEFFZ1H B HE®S (7FEF ) 8 LTTmg/kg KE/[A]) L., R&ES
2. 6, 10, 14, 21, 28, 35, 42, 49, 56 X UN63HZLICEREL L7=/ . HERG. HFlg e OF
BB 27X ) VIREZLC-MS/MS THIE L7, &i&#& 52, 3, 6, 7. 10,
11, 14, 15, 21, 22, 28, 29, 35, 36, 42, 43, 49, 50, 56, 57, 63} V64 H Ik
B2 G BIT AT XV U VREZ R LTz (366), (JECFA, 2012)

F6. FIITEX VU U EAERESY &I D R A 5 N N 51 O $ 5T R O
TEXRUY VRE (ng/kg)

TR A S 230. 05 mg/kg
A 5% B R (mg/kg) R . BRIEE (mg/kg)
- FHBZ BRI -
2 5.736(4) 4/4 12. 700
3 1.558(4) 4/4 2. 640
6 1.129(4) 4/4 2.073
7 0.813(4) 4/4 1. 500
10 0. 667 (4) 4/4 0.833
11 0.819(4) 4/4 1.918
14 0. 347 (4) 4/4 0.916
15 0.347(4) 4/4 0. 660
21 0.0707 (4) 2/4 0.198
22 0. 0580 (4) 2/4 0.110
28 0.0419(4) 1/4 0. 0843
29 0.0281(4) 0/4 0. 0353
35 0. 0454 (4) 1/4 0. 0957
36 0.0317(4) 1/4 0.0727
42 0.0314(4) 0/4 0. 0425
43 0.0308(4) 0/4 0. 0385
49 <0. 0256 (4) 0/4 0. 0286
50 0.0717(4) 1/4 0. 142
56 <0. 0256 (4) 0/4 0. 0251
57 <0. 0256 (4) 0/4 0. 0342
63 <0. 0256 (4) 0/4 0. 0260
64 0. 0256 (4) 1/4 0. 0603

FAEIT EME ST AT EZ R L, FRIMNIZ RS & 7R T,
EEIEAR : 0.0256 mg/kg



(AL 7R FE, eIl MM /R |

ITEXT VU A & T DK

AN 25 B MoK G- (16301360 mg (JJfl) /keg (AEH/H) L. &G0, 2, 4,

6. 24, 36K OSBRI LA, BEG. IR, BIg&L OV hGIzk
VUV UVBEEASATT v A THIE L (ET),

(RMROKPER,

1984)

JAT EFR

KT, BT EXT VY U EBAGT & T ARSI Z 5 H AR 5% OFf%H D
TEXRUY RE (ng (Jif) /ke)
5 & B f& PR 514 R
(mg (of) | #okk
0 2 4 6 24 36 48
/kg)
0. 085+ 0.015+ | <0.004~
Al <0.004(3) | <0.004(3) | <0.004(3) -
0.017(3) | 0.004(3) | 0.015(3)
0.126+ 0.021+ 0. 009+ <0. 004~
RE R <0. 004 (3) <0.004(3) | <0.004(3)
0.053(3) | 0.008(3) | 0.004(3) 0.009(3)
.| 0.858+ 0. 142+ 0.074+ 0. 024+ 0. 008+
15 JF ik <0.004(3) | <0.004(3)
0.278(3) | 0.082(3) | 0.028(3) | 0.004(3) | 0.002(3)
.| 3.426+ 0. 682+ 0. 156+ 0.073=+ <0. 004~
=y <0.004(3) | <0.004(3)
1.119(3) | 0.118(3) | 0.049(3) | 0.017(3) | 0.006(3)
9. 469+ 0.170+ 0.035+ 0.019+ <0. 004~
/NG <0.004(3) | <0.004(3)
4.707(3) | 0.034(3) | 0.027(3) | 0.013(3) | 0.035(3)
0.417+ 0. 038+ 0.018=+ <0. 004~
A <0.004(3) | <0.004(3) -
0.127(3) | 0.016(3) | 0.006(3) | 0.004(3)
0. 470+ 0.066+= | <0.004~ | <0.004~
RE Rk <0.004(3) | <0.004(3) | <0.004(3)
0.119(3) | 0.028(3) | 0.010(3) | 0.009(3)
.| 4790+ 0. 348+ 0.198=+ 0.103=+ 0. 009+
60 T Hiek <0.004(3) | <0.004(3)
1.394(3) | 0.039(3) | 0.080(3) | 0.014(3) | 0.005(3)
30.803+ | 4.182+ 1.780+ 0. 641+ <0. 004~
5 Mk <0.004(3) | <0.004(3)
7.814(3) | 0.863(3) | 0.576(3) | 0.124(3) | 0.007(3)
47.787+ | 2.885+ 0. 155+ 0.013=+
N <0.004(3) | <0.004(3) | <0.004(3)
27.337(3) | 0.825(3) | 0.095(3) | 0.003(3)

ﬁ1i¥ﬁﬁ+ﬁ@ﬁ?

X245

/c-l\— =

EE|T

- aotrEd

RS - 0.004 mg (i) /ke

ST ST BT E O 27~ LU, FESPII At 2 <9,
RELTIHEKLE LTHD,




@ B 4AE, R/ 1T ER U AR L B HOKIRIAIZS A R
KRG (18.740.9~20.0+1.3 mg/kg KHE/H) L. RfEd&56, 12, 24, 48K VT2
P[RR (CERHL L 72 . B AS & R, AP O IIC B 1T 2 7 o v U ViR EA

LC-MS/MSTHIE L7z (F£8), (Rey—Grobellet?, 2009)

#8. BT EX VUV ARG LT DHOKESINA %S B BIEOK & 5% O/ o
TEXRUY VRE (ng/kg)

- I A4 1% R ]
6 12 24 48 72
A <0. 01 (6) - <0. 01 (6) <0. 01 (6) <0.01(6)
B - & RE N <0.01(6) - <0. 01 (6) <0. 01 (6) <0.01(6)
JiT ik <0. 02(6) <0.02(6) <0. 02(6) <0. 02(6) <0.02(6)
T ek <0.02(6) <0.02(6) <0.02(6) <0.02(6) <0.02(6)

BT EE R U, $5IN IS A2 =,
- e

RIS - AR OB Z AENT 0. 01 mg/kg, FFlE K OVl 0. 02 mg/kg

@ F7ZV ((KE450+45¢), < AFVW ((KE470E55¢g) M TOUL® (KE360E40 g)
(5JR/HF s/ BE, /KIE25°C) 27X v ) KA 27 H MRE&R S (400 me/kg &
H/H) L, kG, SHUYABICERRLEZBRICBIT 27T EX VU VBE 29

S EER R H AR & mEiRIA 7 n~ b/ Z 7 (HPLC-FL) THIE GEMARB) L7z
(#9). (JECFA, 2018)

9. FPO, K AFVWKDOLDIZTEXR U LK ZTH BHEEE £ 5% O o
TEXFVY HEE (mg/kg)

P A& 5% B
1 3 4
EA 0.172+0. 053 (5) 0.017=+0. 006 (5) <0.010(5)
<AHEN 0.131%0. 043 (5) 0.010=+0. 009 (5) <0.010(5)
[0N5%:2) 0. 137+0. 039 (5) 0.012=+0. 008 (5) <0.010(5)

BB PE SR R = A2 R L, FRIMNII RS & 7R T,
EEREAR :0.010 mg/kg

@ KPEPES T (BEARBH. ARI8C) 127X U L/KFIR A4 HRITREEL 5 (80 mg
/kg KE/H) L. &G IRREZENR2BRZICERLEGRICBTATEXY VY
IR e O R ) EVE CRIE LT, &R B 12 B ORI 1T 2B IRE I E &

FRAL (0. 005 mg/kg) AKifi TdH-72, (JECFA, 2018)




@ U5 (BEAW, KiE2+1C) 77XV v MU ULEHEEFGHANKES
(40313400 mg/kg 1ATE) L. Hi&BG 1R L ONM2 HRRICEREL L 72 RIC BT 5
TEXVVY VREZLC-MS/MS (FER : 0.0071 mg/kg) THIE L7z, 40 mg/kg &
R GHEORKEGTHZOHRIZIT 5FEHIEAIX0.0113+0. 0064 mg/kg T >
72 400 mg/kg KEHEGREORKEE G112 %O AT 2 EEIREIX0. 0142+
0.0035 mg/kg Tdh->7=, (JECFA, 2018)

3. ADIDFEAM
R L REATE CERRIGFIEMRR487) 24K 2HOHEICHK S &, R LeE AR
HTEREROLET XY R L BMEFEZERHNICE N T, LLTO LB Y il s
nTnd,

(1) FMEFHYADL 12DV T
BRENCHE--TRYRAENZEIZE DT UILTF—HIERINSAEHMEIIED T
BWEEZ T,
LALENS, T—E2HAFRELTWSIH, PUILXF—FEMEITOVTEEIEEE
BRETEHIENTET, EEZMAI COVTEENLEZE LA o 1=,

(2) BRAE®FH ADL IOV T
Rk 18 B i R A A TEVW) AT E M E O I ERE ) 02615
5 A7ZMIC.,.. 0.0002 mg/mL Z AWVT, VICHOBEHRIC XV, #AEMWFAIADIZ0. 0013
mg/kg {REE/day & HH L7,

0. 0002*" (mg/mL) X 220*%(g/day)
ADI (mg/kg fAH/day) = : = 0.0013
0.566*" X 60** (kg)

1 MIC.u. : FRERIENZ DOE IR L CHEM A A T 2 8 O FEIMIC5000 90%(5 HERR T 0> F FRAE

*2 : fEBNEY

* 3 PEMDFIHFTRE 2R N HEDO S E (B hOR OB GRERBROERNS 10.566) ZHH L
77.)

%4 : B FOIKE

(3) ADIOFREIZDUWNT
FMEFRIADINERE SN TWRWTZ &b, RAEWFRIADID0. 0013 mg/kg {AH/day
ETEXTVVY UDADIE LTCRETDHIEDHEY THD LYW LT,




4. FEHMEICE T DR

JECFAIZET B U A 7 FHIi 3 To40, 2017THZADT M OPARTDZNERE S AV T 5, [EIBRELTE
TR REICRESNTND

%E\ﬁf&\w\%M&U% — V=TV RIZOWTHAELEZER, WThoEK
Uiz B W T H 4, BHEICEBEEIRESNTND

5. JEvEEZE
(1) B OHEx%
TEFVI LTS,

B, EEREEROEUIZBWTHERBOBEKIXSRE2TEX v v LTnA

(2) HEEEZR
B LB TH D,

(3) Z=FE7Hm
Y- 0BT 28 HAEELLSEDOED ADI I2xtT AT, UToO LB ThsH,
FEAM 7R ZeE R M I BIRR2 2 R,

TMDI,/ADT (%) ™)
HERAE (UKL L) 12.2
Yy (1~65%) 27.6
Dt 10. 7
il (65l ) 11.6

1) RO PEFERET, PRITHE~19EE ORMIETUHEL -
FIERA ORFIER T M EIC X D,
TMDT FRGRE « AEVEMSE X 45 R dh OO V- R

(4) ARENZDOWTIX, FRITH1LA 29 B AT EA S BE S RF499 51280 . Bdh—D
A HRSETICREMMICIRE T 2 &EOIRE (FELEE) NED LN TWDHN, S, R
WEDRE LEITH Z STV, BELEIHIBRE D,

RE. AFNCHOWTIT, EEELZRELARWVESRICE LT, B85, NI o#k
Jﬁ (FEFIB4EIEAR L RE3T05) FIRMOE ARG —ROR BB OE NIRRT [&

X, PUEWE ML ARG 2EEWE A 5H8 L TER by, | NilEH s
50



(GULY)

B E 3K LA TEX LY
B e
o FLUERE | FLUE(H 2| EE S E] s ops s s o
ﬁl—lu% 7%; fﬂﬁf ﬁ,ﬂﬂé %ﬁ %$1@ %%uﬂﬁmﬁkﬁlﬂ%
ppm ppm ppm ppm bp
DA 0.05| 004 O 0.05 :
RO P 0.05| 0.04f O 0.05 :
[T OO R T 2B O A 0.05 | 0.05
HDfig 0.05| 0.04f O 0.05 :
liz@liI=:] 0.05| 0.04f O 0.05 .
TIPSR T 2B ORI 0.05 |SNOR00 0.05
2RO N 0.05| 0.04f O 0.05 ;
R D [ Tk 0.05| 0.04f O 0.05 '
TP MDA IR T 2B ORI 0.05 | 0.05
OB 0.05| 0.04 O 0.05 :
TR 7> 7 ik 0.05| 0.04] O 0.05 '
[T OO R T 2B O 0.05 | 0.05
D RERSY 0.05] 0.04 O ; [ )TFIE R OB g2 1 ]
RO RS 0.05| 0.04] O . (RO Nig B OV g2 R ]
Z OO REEEH LI R T DM O-A A E S 0.05| 0.03 ' [Zofho g LA /T 5E)
___________ ' ORI K O s 1R ]
L 0.004| 0.008 0.004 :
O 0.05 0.02| O 0.05: EU
_%_@jijz_@%_éf_/v__@ﬁé_ﬁ _w_ ________________ 0.05| 0.04 0.05! EU
oML 0.05| 0.02] O 0.05: EU
[ COMmOFEAON 0.05|  0.05 0.05; EU
TR Ol 0.05| 0.02] O 0.05: EU
[CotnFEAorme | 0.05) 0.04 0.05: EU
TR i 0.05] 0.02] O 0.05¢ EU
_?_@j@_@%_%@@%f@@ _____________ 0.05| 0.04 0.051 EU
OISy 0.05| 0.02] © : (O OB 5 ]
ZOMDZEE DR IY 0.05| 0.03 ; [ DDZ E A DR O ik
: Z ]
wmos 1T s N Y
[COMDZFEADI ] 0.01) :
FJE (S B ISR, ) 0.05| 0.05 0.05 :
AN OE HAHEICRS, ) 0.05| 0.05 0.05 :
FE (TP E HAEICRS, ) 0.05]  0.02 0.05 :
fanE (Zothof3EIC RS, ) 0.05| 0.05 0.05 ;
M E (HEICRES, ) 0.05 '
faE (FEgEICIRS, ) 0.05 ;
eotofs e 005 |
IEbHo 0.008 :

TRRITAELLA 29 A RA 788 SR 35499 BN ORI LSERE LT SRHEMEIZ DUV T, %S0 ORLIE,
DGR I O T O O #E A BHLH DL, ENTE A EIKMEL THERADBED LN TNHIEERL TN,



TRV ) o OHERERE (BAL : pg/ A\/day)

(BI#E2)

e | EEREWR | SR - =N
M 2z IR I [a] Hp
Bins %%%* (Il B) | (1~65%) ?%? (655524 F)
bp TMDI TMDI TMDI
ED i A 0.05
CEY 008 1.5 1.0 2.1 1.0
A= D ik 0.05 0.0 0.0 0.1 0.0
A D B ik 0.05 0.0 0.0 0.0 0.0
DA FERLY 0.05 0.0 0.0 0.2 0.0
K D 75 A 0.05
TOIE 008 4.2 3.3 4.3 3.1
K D T gk 0.05 0.01 0.03 0.0 0.01
& D B ik 0.05 0.0 0.0 0.0 0.0
W DE B 4y 0.05 0.03 0.02 0.01 0. 02
Z O OREZER A EEIC 0. 05
JE 2B D A :
Z O D FafZER FLEA L 0. 05
Ef@@@%ﬁ%% '
Z OO R LA
B4 2 B 0 [Pl 0. 05 0. 04 0.01 0. 04 0. 04
Z DO D FafZEg FLEA L 0. 05
J& 5 3 D B lik :
Z O OREFERHEEIC 0. 05
& 5 EW) OB FHE Sy '
2, 0. 004 1.1 1.3 1.5 0.9
BOMHA 0. 05
e NG 1.9 1.4 2.0 1.4
%5 D [T gk 0. 05 0.0 0.0 0.0 0.0
D B i 0. 05 0.0 0.0 0.0 0.0
HOEHEH 0. 05 0.1 0.1 0.1 0.1
ZDMDFE X A DFHA 0. 05
DM DG X /DR 0. 05
Z DD FE X A ORI 0. 05 0.0 0.0 0.0 0.0
DD G E A DB g 0. 05
ZOMDFE X A DB 0. 05
AN N -
%gﬁféﬁaﬁﬁk 0. 05 0.5 0.3 0.2 0.6
/\\ > N N -
%gﬁfOE%aﬁﬁk 0.05 0.1 0.0 0.1 0.1
AN Y N -
%gﬁfﬁﬁ%aﬁﬁk 0. 05 1.7 0.7 1.0 2.1
/@/\;: £ K z
@%£¢%@m@“@0 0. 05 1.4 0.6 0.8 1.9
At 8.8 5.9 8.1 8.5
ADT kb (%) 12. 2 27.6 10.7 11.6

TMDI : Fiamix K 1 HiEHE (Theoretical Maximum Daily Intake)

TMDIRRFYE « FEUEME SR X 45 R ity D - P H i




ZINE TORE

k1 7811 H 290 SR

Pkl 81 2H18H EAFBRENORMNLEEZESZEED CITRHEEREIC
1% 5 £ S B RSB R L 2 DV TG

PR3 04 7TH17H RinZEEZBRZRRNLEAFGEHRES TR AN
DU T !

VRS 145 3H28H  E . &R ARES ~

PR3 14 3H29H #Hd - gnElFEs R ESB SR - B HERLTS

© SEF - BRI R I - TR

[ZE]
OMgIl ] S7 = B8 i = dn i AR DT 72T R il

A B B RERAAENEEITR ) RaEDREER
Hz b i SEAEEREEREEE R AR IR AT LA FE =R e %

R Fng AR E N TR R SR LA

DRI vl JRATT R “F BRI A A B 7

MR KRBTSR R EE B AR FER o3 T B AR e
xR —W HORUR TRFRZER R A SRR 8 A an Bk 220 P e 2%
ek I Jo AR E N TR T SE T

¥ Tz FORCHEE R SR AR B 50 P f%

A KR [ESZAFFERH S8 15 NIRRT - R - SR gein

[EISTAERE - SREM LT AREZ T - REVIIEIER
KL UEREE S PNES SESHIES IR Cpd

BRA T [l S7 B 6 dn R dn i AE PR AT B A 2R — == &
A BT HAETE 13 (AR A 0d & A A AR
B R —RAEEIE N B AR 505 = Bt i
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ZH (%)

TEXUY
PR FEYEA
Bin4
ppmol

EDHA 0.05
RO Al . 0.05
ZF OO LB T 28 T Ok 0.05
EOAEN 0.05
liZliE] 0.05
Z DO FEBER LI R T 2B DRI 0.05
=D [T fik 0.05
K D [ figk 0.05
Z DA O REEE AL 8 9 2N O s 0.05
0D Tk 0.05
JEK D R i 0.05
Z DA DO REE LR 9 28N O i 0.05
D E 0.05
KD R 57 0.05
DA DOREER LI R T AW O oy 0.05
) 0.004
O . 0.05
FOMOFELE DR 0.05
OGRS 0.05
FEDMDFEE DRG] 0.05
B JT ik 0.05
DD FEE DT 0.05
D gk 0.05
DD E D i 0.05
HORME S 0.05
FOMDFEE OB RERS 0.05
fNFE (X BAJEICRS, ) 0.05
B ORE HAMEIZRS, ) 0.05
RO (T HRJAICERD, ) 0.05
SN (OO FE T 1285, ) 0.05

/3571&) [Z DO FAEM LI R 28 ) L1, BRE LIS R 72805 5| AR OIRUA DL
D I/\io

2) TR &3, B MICHSNDE 2 DI 6., Fi. TG Il O IR OE 53 200D,
E3) [ DMOFRE LT ZKEADIL HBUNADLDZN),

{E4) T2 OMOMI) L3, MO, ST HHE, O BEE O & BEHUSOLOEN),
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@k%@f?@f R ZEEARE (FRISFEERFE48E) BEE2HOH
WCESEBRALET,

726;“5\ B ENMOFEMIABRO LB T,

TEXVVI O—HEERFAEY 0.0013 mg/kg KE/A L9 5,
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PlEHICTHD (77X U (CASN0.26787-78-0) | (oW T, JECFA FffliE, #
FHFERFE RS 2 O TR AL RS 2 9206 L 7=,

BAGFMERER CIX, in vitro D2 A v N7 v A ThEMHET DNA #5425 L
7oy, IEMRAFEMEOPEAIC X A M B Th b LB T, Fo. DM in vitro D
BN EX V) RN T7 T UEEOBLEFIE W TER SV in vivo DR
TIHEMETH T2 &b, TEFIUY IR E - THERIE L 72 2 & nm i
72, —HEBEEFARE (ADD Z#ETH I LITAREE B 2T,

F 7z, EPERMERR L O A AR T S0 STV As, JECFA Ofe,. 7 > b &
7= 6 72 A R E R R CIEE U IRMEG MR A EN A LR - T2 Z & R ONEIR
FIERBRER D, TEX VY SIEPAMEEET DL LITB XIS WSS LT,

KRR I T 54172 NOAEL (500 mg~4.0 glkg K&/ H) 1%, & TR
EHETH-T-,

ML LT, BBUES R DRSNS, TEXF VY UL, HEE TSI T
RN T U AR—=Z—IC Ko TR S DD, A S OV i RN S AU,
Fio, TEXFTVY CORBIIZEE L TIE, HEE7R ST T U OREEMEIIEE TE
PRSI, TEXR VY U R OZFORED 2 LR & DRSS O % 585 21T
Bl AR T XA Z VT 1 ZoR LERNASORIUIR N E B 2 bz, LTchi-> T
FEMOERUZ ES> TRV IAEINLDEIZE - TT LIV —28F758 S5 rTRelkl 3D TRV
EEZT, LLENRE, T=EARRELTWDED, T LAXT—FREICOWTEREN
BEZRRET H 2 ENTET, BT ADL ICOW CEREZHIENI Lo 7,

WA ADI 1%, 0.0013 mg/kg AHE/H & HH L7,

Lk, 7EFT VYU O ADI % 0.0013 mg/kg (KE/H & 5% E L=,



I. MBI REMAERELDTE
1. A%
LAl

2. B D—H%4
M4 TEXVVY v
514, Amoxicillin

3. t=4
TUPAC

¥4, (28,5R,6R)-6-[[(2R)-2-amino-2-(4-hydroxyphenyl)acetyllamino]-3,3-
dimethyl- 7-oxo-4-thia-1-azabicyclo[3.2.0lheptane-2-carboxylic acid

CAS (No. 26787-78-0)

(S 2)

y4, : (28,5R,6R)-6-[[(2R)-Amino-2-(4-hydroxyphenyl)acetyl]lamino]-3,3-
dimethyl-7-oxo0-4-thia-1-azabicyclo[3.2.0lheptane-2-carboxylic acid

4. HFH
C16H19N305S (2 3)

5. 7FE
365.41 (2B 3)
6. E&EX

7. ERBMRUERRR

(ZH3)

(ZH 3)

TEF VU UL, 1968 FICHE B —F ¥ METRR S, JAWPIE AT hLz
BT 5 B-T 7 % LRDEGHITHEMDE T, 8k Ot N AESE S & U CRIBERYGYED
BEL TSN, TEXFT VY AT, MEORMIaEEDXT7'F K71 7 DEE
fEkG B a2 7 F NEBEER A HET 5 2 LIS LV EEICERT 5, 7EX Y



VUL, BT B IR = ) B L O RNEE L END Z E D, B NE
WCILEE, B-7 7 4~—FHEATHD I 777 BN L THER I D, BRE
RCIXOHH L2, (B2, 4, 5)

WAL CIE, B HESES & U CRBIBRMRTO A 25T, K. BB, B 1B Fi6,
M} O-EHBIZERB T DA 72 7T KGR KON T LREMERE ORGYE DR 2 B &
LT, TEXVVY V=K OROBGHERFDP AR I N TWD, &R 2, 4)
F/-. b MBS TR, TEXFIVY AT NUTT B Y T A S LT L DY,
fiE (FHR, MHEAR L OURPk, TROBERGYE, FERGYES) OIRRIZHN G TY
%, (B 2)

AARTIE, BWHEIESE LT, 4 K BACREERZRIZT X2 K
OEPERIINUIHOKISIE, 7EF ) COFERFENAGRESN TS, (BR6) £
7=, b MHEIELE LTI, TRV KWL Y T7 5 UEh ) UL EDOEE
RN OBSHNE LTRSS TWD, &R

¥, RTT 47V A MABEEAZPE D FRRE V2SR E STV D,

1 AGFHEEIC IV T, JRAIE U CEBREMWIFE N NNITD & A, S O %S & 72 DB
I EE T T ONS 372 Taedki %,
2 SR% 17 FEIEAE GBS TR 499 S K o TED BT FREAYEE (S 1)



I. REMITHRIMEDHE

1.
(1) EYFREEER (S v b, #IRAERTELDRS)

AFHIETlL, JECFA FHME, B EHENAGERGEESEZ I, 72X T D
PEIZBET 2 T/ a5 LT,
A RS S OISR 2 E ik 1 OV 2 1R LT,

EEEHER

F v b GREMOWVERIARBE, 1105) (27 Ex v U 2 HEEIRNE S (50 mg/kg
{KEH) L. 51 180 /v NEtratel 2 5 L, - L OIS ST £ % o
VU UNHE SNz, MR OHART BT U RE LR OBIRIL, 2-3 0%
— R A FETFTTHICIHA SN, TEX T VU AT AN O ER I ESen
WA AR LT Z £ D, AR EIZB T 2L T EX 2 U OARFFEICR Z
PRI NI XN EAVRIR I N, (B 4)

Z v b (Wistar &, H 12 J0) [Z7EF ) U HERRO&E (15 XE 60 mgkg
(RE) L7=RBRCid, #5453 FEREIZIC, BRI RIS, & OHITE N
JHABRL OMIRVE S OMZEN, W ONZ AR . IR OV INERNEAE O R EIZ T E
XV UL A LTz, #5- 6 R ICIIG S UIEF oW s b 7 Ex
Y ATIEE A ERR SR o Ty, BIEFICIIR G 12 g £ THEE LT, (B
& 4)

(2) EYFREEE (YTOX, v FRUA X, #OKE5)

<V TA Ty MRS XERANETEXR U OO L 5 EpEhieiERH
i <7,

D BRERUSH

TEX Y TR O EGZERLIIRIN S FL, #&5 1~2 FFHLINIC Chax (5
ng/mL i) [ZELTZ (R 1D, A X CTRMFEPREIRGEICHFI LN &b, 7
XU ORI LTV D ATEEMEIVRIB STz, TEX U U AR L O
MAEINRIZIN S 946 LTe, A XITRIT AImEE, KV oL O Y > N &
INTFEERIZFNEIN 15, 9 KR T% TH -T2, TEF VY ARMEEF D 5300
IZHE L, 2O Tipld~ 7 AT0.22 Fff#, 4 X T 15 TH Y | HREMEITA DR
Mholz, (B 2)



#£1 wTRA, Ty MRS XZBITATEX I VRO OIYEIIE T A —X

[E—

e g kg 58 | o) T
e (CST ;X " 50 11.2 10 4y
—/KA (Csyoizzg%\ﬁ@ﬂa 2 i 107
=KF (Cézgﬁmw 20 8.2 15 4)
SRS (g?%ﬁﬁg 100 33 30 43
EFERR (b 71% k) 100 15.1 2 W]
o % 100 35.9 1 ]
o | e | g | BT | e
A (e yj/% ) 11 5.5 1 HFfH]
—IKF (e yjl/% ) 20 18.1~20.72 | 1.4~2.0 IfH]

a : 3RO TG (B, BERl, Sl & Tz,
b : B2 T3 ST DR HHERIZRER LT,

RER A i U722 < OFMWIFRIC BT, TV U OSAmILmEES Lo g b
DOFREEHR (B b A X, VX, T v BRI~ T7 A T<40%) ITEFEL TWRdo Tz,
(&P 4)

@ it
Z v MZUCHEER T EX ) &R O#E (100 mgkg (KE) L7ilBRClx, #
5 U= HENED 35.5%0NRIC, 50.2% 3 #EICHE & 7z, A USSR 7 £ %
U U EROERSE (85 mgkg (KE) L7ZiBATIE. 7 v b XY EWESOBEREN:
(54%) DIRIZHEME S 7=, 32X, B 51% 7 B CHEHEMED 40.2%23HE S 7z,
IEREHER 7T XV U BNV AT v A X DR HREERIT, PlEEEE
B S MR S22, HERIERERGERER O PR & i L T/ SVWMEZ R
L7, (&ZH2)

@ INAAFTARALSEYT«
Ty MIBIDTEXFL VI O, ET ATV T 1%, BROKETIX 44%.
+ RN G TIE 1% ThoTo, A XTI, RAKRGICE A2 M AT AT )T
AL BA~TI%DFEPA T o7, T v FTIE, TEF VU - ORFIEIEERh R 2 5
T, TEXFTVVI VO FT XA TEYT 4 MR ST EFMEERICAD IO
MNICBT AN EERFERO —o>Thd EEZ LN, (BR2)



(3) EMFREHER (T b, VHFRUVAX)
QN
Z v~ (SD %, HE20P0), UHF (HARDEHRE, #500) KO X (B —7/LfE,
RES VD) 27X ) A BB AKL (T v b UHFKROA X TEZR 100,
40 KON 40 mglkg (AHE) L, $&5- 6 Btk & COIMIGEFEE % Bacillus subtilis ATCC
6633 & W= AT v A2 LV HIE LTz,
Ty b, UTFFROA XTBNT, & HITES 1 B%IC Cux ITEL, FREN
8.9+0.99, 6.5+1.4 £1*19.8+2.1 uyg/mL ThH-7-, (B 8)

ARy RSNV E S =)V TRRE LT A X (B =27V, I, PCEAI) (27 EF vV
VEHEREORE (40 mgkg RE) L, MELTKRMY »NEHIRE%Z B subtilis
ATCC 6633 & WA 47 v AKXV HIE LT,

FeH%, U 2 NRPIREE TIME IR &L 0K 1 RFEEN e fEICEE L, Mg RO
U 2 NE R R BRI X NI 14~15 L OV 10 pg/mL THh-o7-, (B S)

@ o
Z v b (SD &, M 20 PU/HES) ([T XU A HERROKS (100 mgkg &
#H) L, %505, 1, 2 KO 3 K OITE & OFH#RFIRE % B subtilis ATCC 6633
WAL FT oA L0 lE LT,
A 2R LT,
R T B U RIS 1~2 BRI ISR A E L, B OV R e
FEIFMIEFIRE L @hoTz, (BIR8)

#2 Ty MIBTLTEFTVY CHERROEGZOMIE &K OMHETRE (ug/g XT

ng/mL)

e BG4 (hr)

o 0.5 1 2 3

1fiE 10.9 12.9 10.7 9.5

JH i 51.0 108 99.0 64.5

X ik 22.0 44.0 42.0 35.0

i 1.2 6.0 6.9 6.2
Jiti 14 2.0 2.6 2.4

LR 0.5 0.9 0.8 0.9

ORE: ¥i:s

Zw bk (SD A&, HESIL), v¥¥ (HAPEHE, 5L KOS X (B — 7/,
HEB VL) (2T EF T Y UERERROBS (T v b, U RS X TEEI 100,
40 XN 40 mg/kg (AH) L., #4524 Ktk £ CTORFHEME B, subtilis ATCC 6633
RN AN FT A EIE LT,

Btk 6 JOr 24 BRI DR PR 23 3 IR LTz, (B 8)



#3 Ty b, UHEFEOAS XCBITATEXRT Y UHER OGS ORPHEER (%) a

. Be 5% (hr)
FE (n %0 03 0-6 0<oa
Z v b (n=8) 48.1+4.2 57.9+3.1
7 %X (n=5) 29.7+5.6 37.0+4.8
A4 X (n=5) 18.3+3.0

a : BHEITITDEIG, T ARSI AR IR,

@ Rkt
Z v b (SD %. #E 10 Po/Bf) 127X U AHERROES (40 mg/kg (KH)
L. IBHHOTEXT Y v % B subtilis ATCC 6633 %= A 4T v A2k
DRE LT, #5424 R OIBHREIERIZ, 541£0.6% Th-o7z, (B 8)

(4) FEEeiR (1 X, #OKS5)

A X (WL ORI, 6 L) 1 3 FEOAE (&K 60 mL, Fm > 74| 3 mL
KOBER]) TTEFT VY o 2RAKEG L, AT XA T8 YT 4 I RIETTHIED
WEIZOWCHHE L7z, RIROFIED 713 EER] L 0 BIFHTRIN S DA 7 S,
R, ey TR OEERIONSA T XA Z VT 1%, ZNEH 76.8116.7%,
68.2125.8 K11 64.2+t17% T o712, LL, HWEHE T A—4 — (Cmaxs Timax X
OAUQC) ITHEEHAIE BT A BN -T2, Fu v THIROSERIClL, REEDOHY)
SR SO, (B4

(5) EMFREHAER (4. BOKE)

A (SRR OMERIIRB, 5~10 Hifn, 1288) (27 EF 3 U AR ZHFLICR
CCHRBRRO®KS (T7EFT vV & LT 7Tmgkeg (RE) L, &AM EE %
HIE LTz,

WRAR A MO L, ER9)

F4 THRICBITLTEXRT ) CRFEERE ORG%OMIETEE  (ug/mL)

P A% IEE (hr)
0.5 1 2 3 4 6 8 24
13 R 0.17 0.82 1.61 1.48 1.04 0.49 0.15 <0.01
n=12 (#4524 K% DI n=8)

5 THIBITLTEIXT TV CBIFIHERE OB G% OIYEIIE N T A — X —
Tmax (hr) Cumax (ug/mL) AUCos (ug * hr/mL)
2.58 1.73 6.47

T4 (SRR R OWERIRIA, SCOBBRAART, 2 BE/MER) ICT7 X% U v afkn#is (7
mg/kg (KHE) L., &AL (%5 05, 1, 2, 3, 4, 6, 8, 12 K1* 24 WHk)
DIIE, HILE K ORI 2 HIE LTz,

MIEHFIREIT, &5 2~3 FFfZIZ Cmax (1.92~2.06 pg/mL) (T L, 5 6~8 KF



[F#%121% 0.2~0.4 pg/mL ITIR T L7z, Ik bmWRE, {HEE TR, /NMEa i
BT &b IR S Lz, IRPIREEIZ, %5 30 5D 6 pug/mL 7> 6454
K% D 160 pg/mL OFIPHITH D | &5 1 KFE#E 5 12 FEfjHR £ T 50 pg/mL
Ligotz, (B4)

T4 (SRR OWERIRBE, SCRBRAGRT. 2 BE/HER) (27X TV U &R &S (7
mg/kg RE) L, #5HEREL %5 05, 1, 2, 3, 4. 6, 8, 12 XU 24 WF#EL)
DOIIE, HLE K ORI 2 HIE LT,

MG P, BG4 FFIAICIE Cmax (0.7~1.6 ug/mL) (ZEEL, $&5- 8 FEEILIC
1%0.3~0.4 pg/mL & F Lz, /MEDOTEXT VU EEITE <. SRR L=,
PRAJEFEIZMIEPIRE DR 10 5O EIRE Th o723, #5484 FEfi% I3z ok
T 6 15 TH o7, R EraiarE I3RS S BRI A b, ZOfREND, ROk
HOWE, TG5O 5 HENREDNRIN ST T 2 Z LVRIE STz, (&
8 4)

T4 GRIVAZ A &, HERIARBH, 17~22 Hiff, 3 5HMS) (o7 EF 21 A
ZARAFUCIR U CHERA®RE (7FEX2 vV & LT 10 X 20 mgke (AHE) L.
PR M IR 2 HE Lz, 7ok, #BBIFE U420V CEAELY 1 AR T
Bh L CEm SN,

WRAR 6 MOTITRLEZ, ER9)

#6 FHIBITLTEXRT VY CHEREARGHZOMETRE (ng/mL)

BhE P 54405 (hr)
(mg/kg {AHE) 0.5 1 2 3 4 6 8 10 12 24
10 0.15+ | 045+ | 0.62+ | 0.85+ | 1.03+ | 0.68+ | 0.25+ tra tr <0.05

0.06 0.23 0.16 0.04 0.14 0.21 0.09
023+ | 065+ | 1.02+ | 1.54+ | 1,63+ | 1.01+ | 0.35+ | 0.156+ | 0.09+
0.13 0.31 0.44 0.39 0.63 0.55 0.15 0.03 0.02

<0.05

20
n=3 a:JEHR

£T7T THIZBITDITEXFT VU CHEEREORGZOIEDENE/ T A —HF —

5 (HSKL) ?}‘1“3 " ?ﬂiﬁm Ka Kel Tie
(mglke W) ™ e | oW | peE | awe | aem | | Who | G
10 1.03 + 091+ 40 3.0+ 5.42 + 6.42+ | 0.345+ | 0.457+ 1.64 +
0.14 0.10 ’ 0.4 1.11 1.47 0.042 0.165 0.51
20 1.67+ 145+ 3.7+ 29+ 8.73+ 10.28 0.383+ | 0.387 + 1.79 +
0.56 0.59 0.6 0.1 3.41 +443 0.010 0.018 0.09
n=3

S (SRR ORI, FLI, 3 B/RE) (27 BF v U D 10% 5855313 1.5%
BRI 2 F AR D &G (TEXT U & LT H0mg(Uif)/kg A&E) L. Bacillus
stearothermophilus var. calidolactis C-953 Z R\ oA AT w2 A 128V IyEHiR



FEAERIE LTz,
#5440 Ty M OVAUC 23 8 IR LT, (BHE8)

x8 FHIBI LT XU CRGHHEIGRERE 4 G2 OKY TR N T A — X —a

IRT A — 2 584 (RS
Tue TEXT U 2 10%5HA| 2.31+0.310
(hr) TEXT Y 2 1.5%55A 2.53+0.693
AUC TEXT U 10% A 78.3+6.74
(ug * hr/mL) TEFTUY 2 1.5%5RFH 61.7+8.60
n=3

a: 28 ORERAIIT, AT E =ML LG LTz,

T4 (SRR OWERIAREE, SEARE 43 kg, 2 BAMES) 17X U U HIAIE R
LR U TRAKES (TEXT v ) & LT Tmeke KE) L, BEHRY (%5 0.5,
1. 2, 3. 4, 6 KO8 HlfL) ICIHEE R OZONEMFTOT EXT v U REEH
ELT,

HILE L OZONEMFTEX V) VIREEZR I MO0 IR LT,

TEF VY ATHEEISEHCITEIRE ToHf L, /MERORE T 7e< E
8 BEILL LA BTz, WG A BAF TH Y . 2 < ORIEFE I 25/ NMEBFLIE
IRE (MIC) UL EDWREZR LT, £z, HIWENSYTIRE LV LEXT . KIBE
SEDIFNIEIREICRTT 5 MIC LA ETH -7, (BIR9)

#9 THICBITLZTER T CRFIEERE O 5% OMEIBE HIERE (ugl/g)
<okl P 54500 (hr)

0.5 1 2 3 4 6 8
HF1H 4.47%0.93 | 10.1£4.9 <0.5 <0.5 <0.5 <0.5 <0.5
HH2H [154%£13.0 | 4540 <0.5 <0.7*0.2 <0.5 <0.5 <0.5
%38 17.1+3.1 | 82+77 |0.71+-0.16| 2.2*1.7 <0.5 <0.5 <0.5

¥A4'EH | 45.2+31 |13.9+t134| 2.8+15 | 35+3.0 | 3.7t19 <0.5 0.41+0.23
/MG EED 130.8+28.4 [26.6+14.9| 55+4.9 |23+0.66 | 3.7+1.9 | 1.0+0.50 | 0.5+0.04
/NESTER | 2.0£0.67 | 0.7+0.17 | 52.0+51.4| 2.5+2.3 [0.21+0.15| 8.0+t7.0 |0.8+0.28
S 1.4+1.3 | 1.2+1.1 |20.7+20.6|0.5+0.44 |0.12+0.06 [0.79+0.08 | 0.6+0.26
iz 0.8+0.23 | 1.8+1.7 <0.2 <0.5 <0.6 [0.12£0.05| 1.6%0.7

n=2




#F10 THITBITLTEX VU CRFEERE OB 5% OEIBENEDTIEE (ugl/g)

St AR (hr)
5}

0.5 1 2 3 4 6 8
¥1H |90.1+82.6(1789+37.4| 6.3+5.8 | 1.3+0.88 | 2.58+2.1 | 4.4+3.0 | 81+7.7
HoH 17.4 168.8 20.7 39.8+358 | 39+34 | 29+18 0.4
*3H 292?;233 NS NS 52.0+37.5 | 43.3+36.8| 5.3+3.3 | 9.7+74

=+ +
®4'H 172.5+18.8 [146.4+91.1 115%61— 84.4+44.5 125%3;— 95+1.6 |12.1+10.2
7N A 71.9+ 95.3+
=+ =+ =+ =+ +
0 573.5+18.0 | 23.6+23.2 289 56.3+23.2 26.8 9.4+25 | 6.7+1.8
B =+
/J\H?T NS 26.3+259| 2,126.9 987.9 |93.3+53.0 LISLOE | ggtqg
o 993.3
e 1.09+ 271.1+ 178.6+
2.92-+1. 4.1+63. 5+79.5|51.3+37.1
= 071 8 970.0 152.9 6 63.7 1635.5+79.5 | 51.3+37
. 1,205.3+ 287.8+ 191.0+
% ) ) .2+30.
17 0.44 0.43 NS 12051 33.2+30.7 269.7 1791
n=2  NS: &kl L

T (R OWERIAREA, FFLI], 3 BAMER) 17 BT o U B % B R]sifilfe
A5 (50 mgUfil/kg ARE) L, #&5-1. 6, 12 KO8 24 FFf# oD i M OSERE iR
&% B stearothermophilusvar. calidolactis C-953 % F\N=/3A 47 v A (2L 0 Hl
E LT,

ERAR 11IOR L,

TER VY PRET, &5 1R TRE &R . IROT/NE, g, B
figk, (o, Afi, MyE. e, ARAIONEIZ A6 Lic, %5 6 RFE% Tk, JAH L OV
HIREE DAL D G- 1 FFfEfL L0 BR U, oOMBFIRE IR T Ue, ofmiREEE, 1B
Wb m< WOT/ME, Bl I, b, P, @ig, Ol SHPRONEIC D>
e, (ZHR8)

# 11 THRICBT D7 EF T UV A R R E RS OB 5-1% O 15 M OGRS i A
(ngU1f)/g) 2

= P A% (hr)
HH 1 6 12 24
IR 5.13+1.83 3.814+0.420 0.241+0.181 <0.005~0.009
JHF ik 24.1£20.5 6.97+2.82 2.57+1.44 <0.005~0.048
Mk 19.7£8.44 14.9+1.66 4.92+0.221 0.873£0.378
i 2.76+1.39 3.96+1.90 1.27+0.401 <0.005~0.010
fith 12.9+5.234 5.394+3.17 0.8760.341 <0.005~0.011
JCofik 14.0+6.06 2.36+0.392 0.919+0.711 <0.005~0.006
/NI 117+54.5 36.0+18.9 15.7+0.598 <0.005
iG] 2.31+1.77 0.638+0.068 0.046+0.023 <0.005
fEY- 210+2.49 299+96.0 160+12.9 102+36.1
n=3

a: 2 8 ORRZIEIT, A TE =Hre L TR L7,




4 (RN OWERIARA, 6 58) 17 EFT U A 1 A 21E, 3 HMHTLICE
U TR S (AR 0.25, 1.0 XX 2.0 pg/mL, (KED 6% M43 58) L,
#5-3. 6. 9 KO 15 R OMIE R OIRF T EF U AREZE LTz, S
5 94 B £ T, RPN TEXR VY AT SN0 o7, (B 4)

(6) EYEREAER (. HARKEED)

A (VAL A R, M, %9 2~3 22 Ak, 980 127 FF v U MUAIE Bl
NG (TExF 2D & LT 30 mg(fkg (ATE) L., miETRESZ B
stearothermophilus var. calidolactis C-953 %\ =/ "\A 27 vt A (FBHFRA 0.04
ug(im/g) 12 & 0 HIE LTz, IBHIZOWTIRRROEKIC X5 EENRARARETH - 7=
728, Micrococcus Iuteus ATCC 93413 % FAVNCHIE L 7= (KRS 0.04 pg(11fi)/g) .

(& 10)

O W
4 (3 FAMES) VT, BERNEONCEE 0.5, 1, 2, 4. 6. 8. 12, 32, 48,
56 LN 72 Btk OFF 12 FEsic i 2 M 7 e o o ) VREZRIE LTz,
MAEFPERE L, &5 0.5 REFREEICIIRAYID Crmax  (1.84 pgCfl)/mL) 2L, &5
6 WFEE £ TR L7, B 8 il O EFITER T, B 10~12 FFH
BT Cmax (9 2 pgChif)/mL) 7R Uik 2 1232 e 2 ka2 LT,
ZAUE, B U738 (BRAHEESAD (2B S TW A IIIANC L 5 & & 2 bz,

©  HEt

4 (88H) ZHWT, RN G4 0~6, 6~24, 24~48 } TN 48~T2 ¥l
OFF 5 WM SN IR L OFEFT 752 U MREZHIE LT,

TEXT VY CORTYEE TR EG% 48~T72 FFECTH 113 pg(fil)/g THY . TE
XU ATEITRPICHRE SN D Z LD O E ot £, BELETEXY
U DK 26% 3 5% 72 BRI R TP BRI Sz,

PR 22 12 1R LTz,

FHAOYEHIINT IS BRRALL T Th o7z,

#12 BT 27XV Y SR AN GROR PR (%)
peht&E (hr)
0~6 0~24 0~48 0~72
3.34 = 0.89 16.7 + 8.04 24.2 + 6.59 26.2 = 5.81
n=3 V¥ £ fEEEE

® #nfH
e (B BAMES) ZFWT, #8505 KT8 24 W% 2 Wiz dsiT ARk, i,
JEEPNIR S OB 7 B3 oo V) B 2 HIE LT,

3 BIEDHE4 X, Kocuria rhizophila T 5,



AR S OMEDENIR 2R E . &5 0.5 RFfi# ) B G- 24 RFfI% DR E TITAHARE
B EX ) CREIISIZFREOFE T L7223, /NMETIFH 20% DK T &
EE V| hoofHRk L VIR TERMED o Tz, —T7, Feh 24 FER ORI PRSI L <
ER Lz, ZoZ enb, NMETREDIK FEMED > - PRH T, B O+ 65
ORI E D B TH D LR ST, -, RERFIOEMNSE CTh D&%
OB IR OIMSERIRE I3 2 8IG 1, #&E 0.5 FFEIZICIZZNEI 39.0 K}
9%, 524 FFRZIZITEN I 46.1 HTN40.1% & 7o Tz,

(7) EYREHER (4. FRRNEEQ)

A (RVAZ A T, M, (KE 82~127 kg, 5 HHMEE) (7 XU HUHIA HA]
RS (7EX U L LT 7.5, 15 X% 30 mg(Uifi)/ke AHE) L., #%5- 0.5,
1. 2, 4, 6, 8, 24, 30 KO 48 KpfilticyEh 7 XU ViRIE%Z B
stearothermophilus O a1 5EIE % A2 A A7 w24 (FRHBES 0.05 pg(7)
fh)/mL) 1 & v HlE L,

BT DIYENE T A —F —%FK 13 TR LT,

Crmax X OV AUC 2N HEMRAFAINCHIIN L7272, Z OB 540 B TRy EhRe &
Bt T EE L BN, (B 10)

13 PRI 27 Ex U CERFIHREIFGF AN GROEYEE ST X — 2 —

BehE Thmax Crnax Tie AUC
(mg(Jf)/kg A FE) (hr) (ngU{i)/mL) (hr) (ug(JJ{) + hr/mL)
7.5 0.70+0.3 0.65%0.2 9.71+2.4 14.8+1.6
15 0.60*0.2 1.17%£0.5 8.43t1.4 35.21+9.2
30 0.60%=0.2 2.02+1.0 9.00*=1.7 62.1+1.8

n=5

(8) EMBREHER (4. HRANEER)

A (SRR OWERIARET, ROBBHAGRT, 8 §H) (2 3 FMEOAE DT X vV )
NU T LERANES L, PRPYEI R OE IR 2 et Lic, 5035, 3 SAICKME
R (Tmglkg (KE) %, B0 3 BHICIIMRREIR (10.5 mg/kg KE) %, HIZHID
2 BIZKIAR (7T mglkg (RE) ZHEIFFRNES Lz, Migi3Es 0.25, 0.5, 1. 2,
4, 6, 8 N 24 FFfjfZIZERI L |, JRIFIL A% 1~2, 4~6, 6~8 KT\ 8~24 IFFf#f] TEE
L 7=,

IKVERREI P GAEDIMIE T, Cmax 13 2.0~2.5 pg/mL T 6 BEEERGE L, &5 8 B
fI2IE 1.5 ng/mL (KT Uz, iPEERER GAE Tl $5- 2~3 FFZ 1213 Cmax

(3.0pug/mL) (2L, [FREORGEZ /R LTz, KIREHRGRETIE, &5 15 %l
B Crnax (3 7.0~7.5 pg/mL IZ3ZE L, ZOHECIUE T L, #&5- 3 R ICI TRl
L VIRVME S 22 o7z,

e 51% 24 W DR BITATAC Db TR G- 8D 50~60%3 L S 41, Hhit S
NI=TEXT VY COKRERS (48~52%) 13514 8 IiZI &7z, HEit<i7-
TEXVUY URIL, FORDERE S - BB O Mg R LT, BT



O VT T AT MIETERENE > THE5% 2~8 B2 B L 200 mL/
Slirot-, (B 4)

(9) EMBREAER (4. FIRNIRE)

T4 (SRR OWERIARBEE, SOBBRAART, 5 58) (27 EX v U v b O AT
e T MU UL HEFRNE S (Tmgkg (8H) L7z, %5 15 3% 05 8
W% £ CREFVICERIL L, A 4T v A I &0 MiEHREZHE L, R, 2%
L R 2-a L — R A FET USRS B LT, O REITIT e v
CNRIFEFEECH -7z, MIGHEREOHEEIZET D Tl 91£5 TH-oT-, (B
4)

(10) EyEesE (K. #OKE)
@ IR
SR (SRR, PERI M OSEECRIA) 17 B v v ) 2RO &S (20 mg(UOfih)/kg
RE) L. MiETRELHE L, FWERE ST A —Z —%Z/ET LT,
HENAE NT A —H — %R 14 (TR LT,
AUC 1% 6.43 pg(Jifff) « hr/mL Th-o7-, (B 11)

F14 KIZBITDHT7EXFT VU CHEERE O GZOIEYENRE T A —HF —

Chmax Tmax AUC
(g fi)/mL) (hr) efl) | %o
ERME ] EeEm | JEueE | EEi | - he/mL) g g
1.85 1.65 1.60 1.69 6.43 1.16 0.72 0.71
+0.44 +0.33 + 0.55 + 0.53 + 0.93 + 0.46 + 019 | = 0.19
n=5 T + [

B (HEREOWH), MERIARIA, (K5 30.9kg, 65H) (7 X2V & B O
5. (50 mgUhfi)/kg ) L. #5-0.25, 0.5, 1, 1.5, 2, 3, 6, 12, 24 K48 K
Ml ERm U, MG % B, stearothermophilusvar. calidolactis C-953 % A\ 7=
NAFT vEA FRHBES 0.015 pg/mL) IZXVHEE Lz, 7ok, AT ey
VobbET 57 x4 —"— B LTHEEI N,

MIEHFREET, 5 1 REZIC Crmax (89.9 pg/mL) (252 L7, LIk, WEEIZIKTF L.
P55 12 Bl (I Mg iR AR R SR & 72 > 72, Tield 0.66 Bf#I T o7z, (&
2 8)

@ o
R (AFE R OWERIARE, REHR) 40 kg, 2 BE/FEA) (27 BF 22U HUHI % Ba5h
filfg &L (FEXFT v e LT 10mgUi/kg RE) L, fiE, #HfE AR RO
PRI 2 HE LT,
fERAHR 15 1R LT,
FEAR S OMARIEHIREE IR, 5 1~2 FFRICREEICET D B2 6, ENL60



mRENL. IRTRbE < RWOTEE, 1B, MyE, g B BERG. AR oA
nm75>o7io (ZM11)

15 WKIZBITF 27X v ) RIFIHERGRHRE D RE% oMk, Mk, IR L OYR i

E (ngUih)/g UL pgUit)/mL)

e F %K (hr)
A 1 2 4 6 24
i 1.260 1.172 0.250 0.198 <0.004
JiFhiek 0.742 0.129 0.024 0.052 <0.004
5 ik 22.28 24.15 5.035 4.560 0.057
Al 0.114 0.143 0.029 0.020 <0.004
HERA 0.167 0.215 0.038 0.027 <0.004
Jit 0.576 0.640 0.160 0.114 <0.004
ilERAR 3.37 5.40 1.47 0.62 <0.04
SR 126 306 37.0 20.2 0.03

n=2

TERIRA : 1B 0.04 pg(UIff)/mL, SR 0.008 pgUii)/g, ZDfthodzakkl 0.004 ug(Uifii)/g i ug(1Mf)/mL

R CIMFELWH), PEBIRB, (AEER) 30kg, 8 BAMFAVRED) (7 XU U AH
R OG- (50 mgUiii)/kg (RH) L., #5 -1, 6, 12 KU 24 FejfzI2 g,
e M OHEH-FRR FE % B, stearothermophilusvar. calidolactis C-953 % FAVN=/NA 47
v A (RHBRA 0.015 pg/g X pg/ml) (2L Y HIE LT,

FERER 16 IR LT,

TEXT VY REIL, BE 1 RHRRZRICIIE T & 720 L IRWDT/NIE, (Cllik, i,
Ay, R, ARPY. PR, FIRONEIC SIREE T Lz, &5 6 W& Ti, AT,
g, B, O, A, L RN ERE CToAn L, B OV NG Tl R
ARG T o Tz, BT B NS QMR 2R & TG 1 RfRIc A b, #&5-24
IR & Clo sl CRHR AR & e o7z, (B 8)



F 16 KIZBITHT7EX U o BEEEGRE O & 5% OMIE, (k&L ONEHTHIRE (ugl/g

NI pg/mL)
e eG4 (hr)
o 1 6 12 24
iR 15.333 0.967 <0.015 <0.015
JHlik (0.010) 2 <0.015 <0.015 <0.015
ik 0.541 0.654 <0.015 <0.015
A 0.372 0.132 <0.015 <0.015
2N 5.264 <0.015 <0.015 <0.015
(Lol 1.155 0.268 <0.015 <0.015
fiti 0.647 0.115 <0.015 <0.015
JIEik 0.125 0.084 <0.015 <0.015
AHYH- 0.550 12.900 3.910 <0.015

n=3

FRHIBRA : 0.015 pglg T pg/mlL

a:<0.015 % 0 & L TRDI- SR

® WEBAT

R (AR OWERIRBE, 2 BE/MS) (I27 %o Y % 7 HREREER S (10 mg(F)
fi)/kg FE/H) L, 7EF T OROERGHDOIFENBAT R OWFE NSRRI
DN TRRET LT,

R 7 ENE R O T EX v ) VIBE A 1T IR LT,

TEXR Y AL /MBITIEEE 0.56~1 FFRRZRICERET S & & 2 i, KBTI
5.6 B £ CHMEMRH SNT-DORTH o7, RG24 BRI ICIE, /MERDY
KGORNEM IR S e -7, (B 11)

#17 KIZBFLT7EX T 7 BRI G5% OENTYHIEE (ugUifl/g)

- B 5% (hr)

0 0.5 1.0 2.0 4.0 6.0 24 36 48
H

/Jfﬁ 1.49 14.2 17.7 1.56 3.82 1.07 | <0.008 | <0.008 | <0.008

NEY

S <0.008 | <0.008 <0.008 | <0.008

N ~ ~ 0.013 ~ ~ 0.014 | <0.008 | <0.008 | <0.008
0.010 | 0.010 0.011 | 0.010

n=2 PRI IHIFH

(11) EWERE K. BHRRKRED)

R CRMEFR(LWD), 9 3 2 Hin, #E 3 SEROME 9 51) (27 E o U M4 HE]
AN E (TEX ) & LT 30 mgUifikg fA8E) L, mAEHIRESLY B,
stearothermophilus var. calidolactis C-953 % I\ \T="\A 47 vt A (BRHERES 0.04
ng(1fi)/g) (2 & 0 HIE LTz, IBHIZOWTIRTR O ERRIC L 2 EENRARETh -~ 7=
728, M. luteus ATCC 9341 % W Te A F7 w2 AIC K VHE L7e (BRHEFRS 0.04
ug(if)/g), (M 10)



O iR

W (3 BEMRS) 2RV, BERNFONCE S 05, 1, 2. 4. 6, 8. 12, 32, 48,
56 KON 72 Bt Ot 12 BESIZRIT DIMEEF 70 v U UREAHIE LT,

MAEFEE L, #5- 0.5 FFRI%IC Cmax (3.42 pg(Ul)/mL) (2L, %5 4 W%
I3 1 pgUMM/mL £ TR L=tk #5612 FEfiR £ TR EERREZ R 5, B
Btrx 2B Uiz, IKTlE, 2FTALIIZ X D 72 TIEMEDOREZ LI A DR o T2
D, A ERIZRT A ORI OYEIEE OEC L D EF 2 bk,

@ Bt

K B8H) ZHWT, BERNFNCE % 0~6, 6~24, 24~48 J TN 48~T2 FFfH]
OFF 5 WM SN IR L OFEF 752 U REZHIE LT,

PREVFEFTEF Y VREZR 18 KTV 19 IR LT,

PR, Be5-t% 24~48 BT 0.04 ug(Uilh)/g Ao~ 5 1.33 pg(hi)/g TH %
DOIZHRE L, R TIEFEIARIC 31.8 ngChili)/g 235 Sa, JR A PRI =B 7 PRI
ThDHEEZ LN, T2 BEEOR 40%03 %5 48 1% £ TORICHEI SNz,
BERADOTEXF VY COPRITIZ E A EHB LIRS T,

#18 KIZEBT 27 EF VU VRFHEFHANERGRORTHREIER (%) @

Beh R (hr)

0~6

0~24

0~48

0~72

11.2+8.25

37.0+18.3

39.6 = 20.7

39.6 + 20.7

n=3

a : KGRI DHIE

#19 RICBT 27X v U VREIHREIFH AN GROEPIEIEE (%) 2

5% (hr)

0~6

0~24

0~48

0~72

0.03£0.05

0.07£0.09

0.10%=0.13

0.10x0.13

n=3

a : BRI 2EE, MHRALITIZ 0% E LTHRHLE,

Q@ 7

=14

R (3 HHM ) Z AW T, #5 0.5 KT 24 Hitk o 2 Wiz i) D ImsE, #HfE,
FEEPN R K OB 7 B2 oo U R A HIE LT,

BT T EX TV R, B ORI 2B E . G 24 FiE TG 0.5 I
% & VK 60~80% ) L7z, #5524 RERIZIZISUW TR A ONEH HREE A N L
TBY ., RPPEtAE 2T 5EERNS DT EXF VU O T TW\WS Z &
BT bOEEZ LN, o, BEHFIOERZE TH A, K& KSR E
PEE OIMAEFEE T D EIATE, 5 0.5 Rl IZIT TN 49.5%.23.1%. 14.3%.
Be b 24 BERIZICIX. N 33.8%, 31.0% LN 19.7% & 72~ 77,



(12) E¥ERE K. HARNKRED)

K CZHER(LWD), 93 2>Atin, E&HE 3R 27 EX v U MEIA HEl;
AL (7EFV Y 2 LT 7.5, 15 T 30 mg(hff)/kg K8E) L. #5 0.5,
1., 2, 4, 6, 8, 24, 30 &K 48 FEfjZICiEFRTEX U ViREZ B
stearothermophilus DR {RREHRIZ X 53 4T w4 (RS 0.05 png(UOfi)/mL)
2R VAGE LT,

SMENRE T A —H — %K 20 1R LTz,

Crmax MO AUC S EEAFHNIEIN L -, (B 10)

#20 RICBT 57 EF U RGN G% O ERE ST A — 5 —

(hr) (ngCHh)/mL) (hr) (ug(Hh) + hr/mL)
7.5 0.50%+0.0 1.09+0.6 8.51+3.5 17.3£6.5
15 0.50=%=0.0 1.94+0.3 10.1£4.1 31.7+4.5
30 0.70+0.3 2.82+1.0 10.5+2.4 56.4+0.9

n=3

(13) EYFEE K. 80O, HARAXIIERRNES)

KZT XY 2R DGR (BIRN. fPINSUEIRER) TG L7235y
BEhRERRBR D EGRBR TN E ST, FRIRNEE G2 81T % Vdss KON MRT MMEETHL =
EMND, TEX VU ATBEGLEOMNITHRR AT L, HET D 2 LA RSN, #%
AR5 TR, AL OB SREOGEEORIIZL Y, XA AT XA T T 4 DR
7= (11~50%), (& 4)

B (S0AE, PERIR OSEECARI) Z AW, TEF U OFIRIN. AN SUTR

NG K D7 v A F— N—3BR NG 4L, Bk AR T 531 47~ A
FTEVT L IZOWTHET LTz, BBV R E L. SRR 5O Na i, 7
WINE G- H O =7KFn (SRR 2R3 2 BRI 2S 24U E C & RRRGERAD T &
ORI (REIRERAD &7 Ko, WEEM2ER) RO DG HO =K
OkiEiE & LCTHER) Thot-, MEFT7TEXFT U ViEE4S HPLC IC XV HIE L.
T A 2 MENTEE O CE B OSMENRE ST A — & —ZfEt LT,

RN S (8.6 mg/kg IRE) %, 7TEX U ATHERIIEL L, MRT 1% 14
KT o7, 1EROBHRNEES (14.7 mg/ke (KE) #%. MAEFT7TEXR U i
FEI IR 2 Ref2121% 5.1 pg/mL IZEE L, A AT A Z 8V T 1138 83% Th -
2o LU, EMIRWERROBANBESH TIL, "M AT A 7Y T 413 111% &5
MENiz, KRz, 7TEX VU U OROBGIZBIT 2WINE, FRIHET L8 T
TR THV REETH T, FHBEFEW T, #5 1.9 B 1213 Cmax (1.6 pg/mL)
ICEL., A ik, &5 3 H%IZIT L VIEMED Cuax (0.8 pg/mL) IZEELT-,
RRARGDNA FT XA Z YT 1%, KGN T 31%., HREW) T 28% Th -7,
WEINTAAFTT A TE YT 1 Conax MO Tonax \ A B AREWEIA DR Do T2,



KIZBIT 27 EX T v U o OEIRN K O RN G5-4% DFEWEIRE T A — X — &3

21 X221 R L=, (B 4)

#£21 KIZBITLHT7TEFXF U VRN G4 OFY e T A — & —
FRIFNAE /XN T A —H —
[%"‘E
(mji ﬁ@) AUC Vdss MRT CLs
858 (mg * hr /L) (L/kg) (hr) (L/hr/kg)
8.6 935+3.7 0.55=0.05 1.5+0.20 0.37+0.06
8.6 17.0+-34 0.6310.17 1.20.20 0.52+0.10
4,084+1,011 3912
bl b +
1o (ug/min/mL) 081 1.5=0.42 (mL/min/kg)
20 67.11£4.19 1.07+0.08 3.5410.43 0.30+0.02
20 23.6+2.44 NA NA NA
20 26.17+4.79 0.42+0.12 0.53+0.06 0.78+0.14
n ARl NA : B
722 JRIZBITF L7 XUV VRN 5% OZYENRE T A — X —
AUC
P55 Thmax Chnax MRT | . et
. 3 El
(mg/kg 1K) (hr) (ng/mL) (}IE ;*;L) (hr) AATATEYT A
14.7 20107 | 51+0.8 | 331+39 | 88%26 0.82+0.08
20 121+0.73 | 854134 | 27.8+104 ND 1.18
75 NA 1.12£0.45 | 21.0£12.0 NA NA
14.1° 13105 | 1.7£1.0 | 47.6=70 | 66.8=26.2 1.26+0.24
152 NA 2.811048 | 42.9+9.93 NA NA
n# R NA: BHET

a: 7N =T ARATT U kA ET R ERR R

ROFERTIX, TEXFT VY VOROBEIZBIT LM ATT XA ZE VT 11, #F
EDOFEERIC L > THY/ NS D L) ZERB I, MR LIEKICT EX
T AR EHPHEEIC L A EERE O E (20 mg/kg (K, 200 mL OHOKIZEENN LT
Beh) Lzl ZA, #8530 01%4I21E Cnax (K9 21.55 pg/mL) (2L, A 3T A
FZEUT 413K 91% Th oo, THHDOEIZ, L & HITKREG LTSI Thvi
DEoTe, (B 4)

(14) EMFEHER F. BIRNRUHARNERS)

(SR OWERIIRBA, 1088) ZHAWTC, 7EXF U ) b U o A& HEFRRN
FOHANEES- (10 mglkg KEH, IR WONZTEX U v ZKF % HIEIFHA N
#5- (10 mg/kg (RH, BREIR) (2 X 2 3Ehieakings 7 o 24— \—ETHEfE S 7,
BifiX, 7EX Y F MU U LAEROENRNE G- Tl BEANENCERS- 1, 5,
10, 15, 30 KON 45 430 ONT 1, 1.5, 2. 2.5 KON 3 BRf#%lc. ARG Tl
BEGRNPONCPES- 5, 10, 15, 30 KON 45 3% ONT 1, 1.5, 2, 3. 4 L5 FFEH
2. TEX TV ZKFIOFHANE G TIE, 51 #8515, 30 LN 45 4314,



WONZ 1, 1.5, 2, 4, 6, 8, 10 KO 12 HFE%ICFhE S iz,

AR 23 1R LT,

TEFX Y CORNENEIX RSN 2 HERE T o 7o, TR0 (o 4H)
DIHRIEE T 14.36+5.30/hr LUK RIEAAE (B AH) OTEISHEEEEEL 1.92+
0.48/hr 75, FRIRINER 52000 L, HRitS D Z EAVRIB STz, TEF v
U MU U LAOFRANE % TIE, RN G#ICHE LT X0 @munisEh T £
XU ARENFRE LT, R UG (MHRNEE) TiE, 7EF U =K
DO HNTEXT VY F ) UAXDERPE»STZ, TEXFT Y =K
DIFREIRDONA TT XA T EV T X T3%THYD ., TEXFT VY U F R 7LD A
FT_AZEVT 4 (69%) LR TH-Tz, (BH4)

# 23 FIIBITLT7EXT VY URMIRN U NP G-5% OB ERE T A — 2 —

FHIRAN PN
IRTRA—H— TEXIVY TEXIVY TEXVY
F R DA FTRU DL =IKF
AUCp
21.83+8.00 15.05+1.82 15.40+1.05
(ug - hr /mL)

Crnax (ng/L) 13.42+5.36 2.48+0.54
Trmax (hr) 0.36+0.21 0.98+0.15
Ty (hr) 0.38--0.09 0.55+0.15
MRT (h) 0.48+0.15 1.07+0.30 8.57+2.78
o (hr) 14.36+5.30
B (hr ) 1.92+0.48

n=10

(15) EYEEHER (UFE, FHIRNES)

WHA DI (WBFEL ORI, 10 80) I27EX T U 2 HEEIRNE S (20
mg/kg REE) L., EEhREsR St < iz, %5 0.05, 0.10, 0.15, 0.25, 0.5, 0.75,
1. 1.25, 1.5, 2, 3. 4, 5, 7,9 FfifRICiEAE L, 2> 73— kA R
T A MEFTEIZ L0 iR EE — R 0T — & AT L=,

SEMENRE X T A — X —%F 24 | TR LTZ,

RNEhREIX, —RIEEBIEZ2 7 0 7 7 A UGS LT 232 3— R AV RET
WV)o TEFIDY ATERNIOAM L, HERITFESH Th oz, £7o, 7EF T
COEMBEETYH, 77T UREDHATH, TEXFV VI VKN T T D
HRARHI N O V7 7 o AR BRI LN oTo, (B4

*24 WWFEICBT 27X VU VRN SR OFWENRE T A —4 —

AUC (mg * hr/L) MRT (hr) CL (IL/hr/kg) Vdss (/kg)

163.18£22.15 1.47%+0.19 0.1220.01 0.160.02




(16) EMEEHER (FERVILE. FBIRARUVHARNKRS)
® FRARS
TEX VY L ORNERE %?é%%@ﬁ@@w%ﬁﬁﬁét@ (AR,
BN OBEHCAIA) L OVEE (fE, MERI R OSEECRE) 127 Ex v /%ﬁ@a@ﬂ)ﬁ
NEEE (10 mg/kg (RTE) 72 SEhfE i) 2 BRI <7,
fERZ R 256 LN 26 [T~ LTz,
L AT JIE L7 ERENRE R T X — X —(CH BT BN o T, (BIR4)

£25 FLOFEICET 27 X2 ) CHBERIRNEGE OFDERE T A —2—0

S35 s Tfd
* (n=6) (17 (n=5)
AUC (ug * min/mL) 1,004+111 895+129
CL (mL/min/kg) 10.1+1.1 11.41+1.61
Vd (mL/kg) 6671106 953+ 350
Vdss (mL/kg) 220+20 470+259
Ti2. (min) 11+7 10+5
Tizs (min) 46+3 669
L) AR 7
#26 FELNEICBT A7 EX U HBIEAIRNE 514 OFEYENEE /N T A — 2 —©2)
EhfE
ARG 37 A== F =b) 0 (n=5)
AUC (ug * min/mL) 1,603.47+233.03 1,832.73+289.68
CL (mL/min/kg) 6.34+1.03 5.42+0.78
Vdss (L/kg) 0.460.08 0.39+0.06
Tiz2. (min) 2 8.381.39 6.43+0.85
Typ (min) 2 76.01+10.58 61.22+12.79
A AR 7
a : FHFEY)

Q@ BmARNERS
SERONIEE (S ORI, 4 5 BE/EE) ([27E% 2 U U2 HRIFTANES- (10
mg/kg (AH) L, %%@ ERRBR A TN X 7z,
AR 2T IR LT,
MENIFE DI ENIE T A —H —|ZH BT DR - T, EHRNEEG% O E
$RE REE AR 2- 22 = R AV RET VL EE L T, AN L% O
HERIRE 7 0 7 7 A R, —IRRIGEE L ORISR E 25 13 8— kA v
}\{—7*/1/ LD EEL W, ERDEICBITLTEXT I DA ﬁ?f\% 7
EUT 4130 E 90% B TH Y . HiANEGO%RE. TEX VU URNIRTEARIC
WA SA Z RSz, (B 4)



227 ERNLECBIT AT EXT VY HEBEIRR RN % O EIIE T A —F —

85 R it
¥ (n=5) (L% (n=5)
Crnax (ug/mL) 9.47+1.33 11.03+0.97
Trmax (min) 54.1+17.6 50.9+6.4
MRT (min) 128.8+9.4 121.9+14.8
AUC (ug * min/mL) 1,512.7-128.8 1,685.9+182.0
NAFTT A ZEY T 4 0.95+0.06 0.910.09

n=5

(17) EYFresEg B, #OKks)
O mEPEE
A (WAFE, 4 B, HERILOSPECARE) 127X vV U2 HEEREO#EE (100
mg(J1l)/kg (KE) L. IiEHHEE2HIE L,
SMENHE T A — X — %K 28 TR 1=, (B b)

%28 MBI DT EXT Y L HURHE OB S OIMBIE ST A — 5 —
Crnax Trmax AUC
(ug(fif)/mL) (h) et | % | el |
AR | BUER | JGWME | GUE(E | hwmb)
11.98 13.65 0.5 0.16 21.23 0.96 0.72 21.28
n

%5 (PFHE, (KE 2.49kg, 30 ) (7 XU &R O#&E (50 mg(f)/kg
RE) L., EpEhReaiRos i S, %5025, 0.5, 1, 1.5, 2, 3, 6, 12, 24 &
N 48 BRI IMIE TR E % B, stearothermophilus var. calidolactis C-953 % v 7=
NAFT A (FRHBER 0.015 pg/mL) IZXVHElE L, kb, AT vy
Vb 59257 0 24— —@l Bk b U CEESN,

MIETHEEE L, %5 30 51203 Cnax (47.1 pg/mL) 1ZEL, #4512 BEE#£ICIT
FRHHFRSA N & 72 o7z, Tield 0.96 Bl CTH -7, (B S)

WCT EF U FI RO (T EF Vv ) L LT 15 XU 50 mg(hfilke
IRH) L, SROBIERS R Sz, SRR (AL 2R, (KEH) 400 g, U,
SR 1215 mgOhfivke (K%, PIFTE (RER) 2 kg, HERE, PHECRI) 1250
mg()fifkeg (REZ, IR (30 53~1 W) CHEIRARES 725 X 9 (S AR L
Bk LTz,

SR/ N T A — 5 —% 4 29\ TR LTz, (B 5)



#29 BRI LT EF VY VEFEFUKRGROIEYENRE ST A —F —

S 4 Be 58 (mgUiffi)/kg (AH)
INTAS 15 50
Ka (hr?) 1.85 24.24
Kel (hr?) 1.85 0.87
Ty (hr) 0.37 0.80

SEHIME 0.5 0.5
Tinax (hr) Bl 0.54 0.14
SEHIME 3.12 15.65
Crmax (ug(711fi)/mL) Bl 520 2016
AUC (ug(Usfi) + hr/mL) 4.70 26.29

n £~

@ it R U

ANTACFZfE U723 (ONRFE, YERIIAREE, 8 ) IT7 X v U BRI A BRG]
ROgh (TEXT VU & LT 30 mgUii)/kg (RE) L., #5 12 Kt £ TOIR
K OFEFHEIIZOWT, A AT A LOVHPLC |2 X 0 BRRFAIZHIE LTz,

FERAFR 30 1R LT,

BHEEDE L (RSA 4T vA 27.8~40.9%, HPLC 34.3~46.3%) A3 RHICHE
S, ERZIEIDT) (A AT vkA 01~5.8%) LRIt ES ot £z,
HPLCI|Z X W HIE LR T 7EF ) v o TH 5= izt (AMPA)
(X, 3BIH 1 FIDORFTIL8.4% (R=vmfg/(R=uaf@E+T XU V)) Abi
7203, o 2 BIOIRFTIL0.3% TH-oT-, (B 5)

4 B TIIR= B lE I TWAD, TEF I aptEz ons,



£30 FHICRT DT EF VU ARGIHRERGRE DR GROREOEPIEIER (%) 2

- L BG4 (hr) =
R | B TRHE 03 36 69 912 18
TEFTY D 20.9 5.3 1.3 0.3 27.8
1 TEXVVI
LAMPA ¢ 23.0 6.8 3.9 0.5 34.3
TEFTVU Db 37.2 2.1 0.6 0.1 40.0
R 2 TEXVVI
LAMPA ¢ 39.4 2.5 0.8 0.1 42.9
TEFXFTTU Db 30.9 8.4 1.3 0.3 40.9
3 TEXFUI
+AMPA ¢ 33.1 10.6 2.1 0.5 46.3
TEFXFTTU Db 1.6 3.4 0.6 0.3 5.8
1 TEFXFUI
+AMPA ¢
TEFTY D <0.0 0.1 1.0 <0.0 1.1
% 2 TEXVY
+AMPA ¢
TEXTTY Db <0.0 <0.0 <0.0 <0.0 0.1
3 TEXFVY
+AMPA ¢

G EITETOEE b AT AL DMIEE ¢ HPLC I K D MIEE

@ o

7 (SR OWERIRIA, 3 ) o7 vV VI HER O &RE (TEF T
U & LTH0mgUiikg (AE, 1%CMC IARICiR#E) L, fREREIC Mg, ARk &L O
AEH PR A HE L 72 (E &R 0.04 pg(Mih)/g i3 pgUi)/mL, A8yt DA 0.1 ug(77
1)/ mL)

FERAF 3L IR LT,

FEARIRES L, BEEHK 30 HRRICITREEIZET 2 L& X bil, TO®%ED LTH
5. 24 W I TE BRI Z OHEDE L 7o oTz, TEX VU A%, Il
SO I BRI AT D Z e 0h, BIHMERT D &2 6508, &5 24 K
& ICITmIE 2 SR S e 725720, RPNICEREERE T Z Lidn B X
bivic, (ZH5)



31 BTBIT DL T7EX U CRFIHERE O 5-5% OIMIE ., #ER N O R (ug(F)

fiff)/g i pgCOff)/mL)

e Be 5% (hr)
A 0.5 1 2 4 8 24
i 11.9 5.32 2.05 1.07 0.09 <0.004
FrF 14.8 7.05 2.24 0.880 0.160 0.005~<0.004
Xl 69.1 29.4 10.2 7.50 1.32 0.007
P 1.12 0.746 0.212 0.098 0.027 0.004~<0.004
(=] 1.64 1.17 0.210 0.070 0.099 0.004~<0.004
ol 3.71 1.92 0.592 0.250 0.038 0.008~<0.004

Jif 4.37 2.55 0.723 0.340 0.044 <0.004
[TEae 131 152 127 81 12.2 <0.1

n=3

TERRS : 0.04 pgUifi)/g U % pgUMH/mL - JEH O 0.1 pg(Uifi)/ mL

(PR, MERIRH, (AE 2.7kg, 6 PIWFAME) (T X2V o % HEFRHIRR

N5 (50 mgUifi)/kg AREE) L., $5-1, 6. 12 KON 24 R OIMIE, k& ONE
HHRE % B stearothermophilusvar. calidolactis C-953 % FAWN=/3A 47 w2 A1
FVHEIE LT (BHRA 0.015 pglg i pg/mL)

ERAF 32 IR LT,
e 5 1 RERR OYREECIX, ISR ERETH Y . IRWT/MG, INEL, B, .

OEL g B, A, B ONEIS &> 7o, #eb- 6 el Tld, ABT, BlE. JREL,
JPRe, T, /N, T DEONEIC & < R Ol CRRHIBR A & 72 > 72, %
512 Bl Tl OB 0 bR S, &5 24 Bk Th i shiz, (B 8)

# 32

BT DT EX VY BRI OG5 O, It B OHRR P (ug()
fit)/g X% ug(IMh)/mL)

BehRH (hr)

A 1 6 12 24
il 0.448 0.117 <0.015 <0.015
JHefisk 16.928 0.600 <0.015 <0.015
5 ek 21.192 0.894 <0.015 <0.015
A 0.492 <0.015 <0.015 <0.015
/NG 138.502 0.067 <0.015 <0.015
Lok 9.201 0.039 <0.015 <0.015
fiti 3.901 <0.015 <0.015 <0.015
gk 4.101 0.046 <0.015 <0.015
PREL 26.820 0.630 <0.015 <0.015
[iERAR 927.500 4,516.667 4,003.333 5.586

n=6  MHRA : 0.015 ngGiffi)/g ik ng(Gifi)/mL

(18) EVBEHE G5, FRNEVEORE)

B (SN OWERIRBA, 8 EE) 1T 7 X U o & HEFIRAN T HERR 0% 5
(10 mg/kg &) L, #&5-0.25, 0.5, 1, 2, 4, 6, 8, 10, 12 KU 24 Kl i

i 2 HPLC (Z X 0 HIE L7z,



SEENRE T A —H —%FK 33 IR LT,

TEFVVY COWERT BT 7 A TFIRRN AT AR EIZRB W TR TH - 72,
OG- TIE, $5 1.0020.06 FEE£IZ Cmax (160.40+4.67 pg/mL) (22 L7,
MHEFTEF T2 AREISFERNAR T L, #BA&E 24 K% £ T 15 pg/mL #

DOIREDFE LTz, (B 4)

* 33 IR L HIRIFFHIRN U IR D 58 OFWERE T A —4 —

o P A%
A TR B
Tz, (hr) 8.17+0.31 9.16+0.60
Vdes (L/kg) 0.042+0.002
AUC (mg - hr/L) 2449.3+174.8 1534.6+114.9
F (%) 63.00+4.58
MRT (hr) 10.46+0.51 12.26+0.81
CL (I/ hr /kg) 0.004+0.001 0.004-+0.001
Crnax (ug/mL) 160.40+4.67
Trmax (hr) 1.00£0.06

n=8

(19) EYBhRess R, BeEks)
il (BE M OMEEAR) 17 EX2 v U v =K Z RS (80 mg/kg (AH) X
IFEE AR S (40 mg/kg (AHE) L, TEF TV VIBEZ A AT v A UK
SHAERIEIEIC X 0 E Uiz, O BGH ORI NA 47 X4 Z 8V 7 113, 0.33%
Thol-, (& 12)

(20) EyEResiR Gl BOESE)
FINHE] (Trachinotus blochii, 160.4+27.7g. BIA) (7 X2 o =/KF0
Wz R O&RS (40 mg/kg KE) XX 5 HERR DS (40 mgkg (AH) L=, &
BRIFUKIE 25~27 CCHEfE L7z, HBH5HZOMIE, Mk, Bk R 7 EF Y v
JEEZ HPLC (IZ X W HIE L= (E&RA 100 nglg) .,
Pe 555 DIYENRE/NT A —H — %3 34 (TR LTz, (BR12)

# 34 APNHENZIBT D7 EF T KRR 0 G552 O SRR N T A — S —

v HETEE (ng/mL XX nglg) Tmax (hr) Tz (hr)

Il 7,360 0.5 7.4

JF i 6,170 0.5 18.3

Mk 4,270 0.5 12

i 1,960 2 17.3
n R EERA ;100 ng/g

(21) EYFEHER OLE. BORUVEIRNES)
272 & (Anguillajaponica, 220+10g, JBEAH) ([ZT7 X2V o =JKfp) % B



[EI5RERE 5 (40 X% 80 mg/kg AH) UTHRIFEIRNEE S (1 mg/kg (KH) L7z,

BRI KR 28 £ 1.5°CCTHESE L 7=, #H 5% OMIEF T TR v ) Vg% HPLC (2 X

DE L7z (E&ERS 0.2 pg/mL),
SEMENRE RT A — X — %5 35 1R LTz,
1 O 5% ORI TEECCThH Y . AUC ITHEIZHAI L7, (BR12)

# 35 HMRTICRBITIDTEX VUV KR HEFRERE O R ORI RN & 5% D

TWENE T A — K —

sl A1 HRARN
IRT A= B — (mg/kg ) (mg/kg )
40 80 1
F&ARFE Ty (hr) 868 3,139 2,989
MRT (hr) 2,527
RAFT A ZEVT 4 (%) 1.6 1.1

n £~

(2 2) EyFREHER (U osH. B0, HRNRUVEIRNES)
O (Paralichthys olivaceus, 500120 g, EEARH) 127X > =/Kfn
WG Uic, ABRIGUKIE 20+ 1.5°C TN L7z, 2 FHZHEERMHRE 05 (40 3%
80 mg/kg (AH) L. Bl 2 FECHFEIFHAINE S (30 XL 60 mgkg (AH) L., Bl 1
FEICHEIFRIRN& S5 (6 mgkg (AHE) L7z, BG%OMBER T £V ViREE
HPLC IZX VW HIE L7 (E&ERM 0.1 ng/mL),
HEENRE T A —H —%FK 36 TR LT, (B 12)

#36 UbLOIZBIT L7 EF Y o =KW HIRIGRTRE 1 | HLRI; A P K& ORIk
BGROIENRENT A —H —

BRIl O RPN AR
N A—H— (mg/kg A HE) (mg/kg A ) (mg/kg )
40 80 30 60 6
F&HKAH Tue (hr) 259 285 27 39 97
RAFTT A ZEVT 4 (%) 9 3.6 86 53

n A~

(2 3) EYFEHER (Do, BHARNKS)
OB (Polivaceus, BECH) 127X ) o MU o AZHEFHRNES L.
MAEF 7 X2 ) U4 HPLC IZ X 0 llEd 2354 2 3R L 7=,
AR M O 54 D MRT %% 37 1R LT=,
TEXTVY COWIUTEEC)TH Y . AUC ITHEICHAI LT, (B 12)



37T UbLBIZBILT7EXV VY T U U LAHBEIFGRNE GRAERORERRG T K O

5#® MRT
5 (mfkf;* hw | BE@ | A O HPL&;EL%W MRT (hr)
1 1122§ 14022 23*+1 0.04 iii
2 gg 821+125 22+1 0.54 12;
n 0~

(2 4) FEyEhesiz W BAE., HRRERE)
IV B (R, (REEKORECRH) 127X U =K% BRI RN
5. (10, 20 X% 40 mgkg AHE) L, MEFT7TEF Y VEEL HPLC (X O]
L (EERAAH),
AUC 1Z, AEIZHAFIL, 10, 20 &40 mgkg AEREGRDO MRT X, ZhTh
12.0, 12.4 (X 16.4hr TH-7-, (B 12)

(25) EYFREHER (E M)
@ iR
b MIBITHRAOBEHOT XU o OSYEIREIL, FEEREM) & RS, 3

DNZIRIN, A RO, R L2202 LB C©H D, TEF TV U O EE
OG- (500 mg/\) % Tl Cmax!E 5~10 pg/mL OFPHTH VD | Tomax 1 1~2
MThotz (£38), BMAKEGHDONAFTT A TEY T 1L 80%LL ETHY, BN
DEMNEBEI N2 >T2, B MIBIFATERT VY COWIUL, FEEREMW) & [FkE
2, BT O KRS L LR A AT 0, 27 VT T A3 0.2~0.34 Likg
{RE/hr OHIPH T o7, BHE OHEOFHFHN THIUL, 7EF VU OIEYEIREIT
75T T R BT B I BT, (BR2)



#38 bt MIBIFATEFV VY UROKEHOIYERE RT A — X —

" H& max max
BSUH A (Ij%lg//\) (ug/mL) r{hr) (%S
AR 8 500 7.6 1.5 1.0
,,,,,,,,,,,, 20 | 148 | 11
FRUOL | 80 | 500 | s | L2
1,000 9.5 1.6
=IKF 9 500 9.5 1.5 1.0
i | 16 Lo S00GeR) | 89 | L9
500G AR 8.8 2.4
____________ s |8t oo v LT
L .U 180 | LT 15 |
___________ 1,500 17.9 1.75 1.6
3000 | 287 | 20 | 17
TEXVVY | | 2501250 | 43 | L1l 14
=k 500/125(FEA) & 6.8 1.5 1.5
o7z | M| sonstem s | e | o 5]
RS 87511254 | 99 | 20 | 18 |

@ Bt

a: EOBHITT EF U ORI OG-8, BOBIETY 777 kY 7 OG-

b MIBITLTEF Y CORARGZDRFPEMERZ A 47 A THIE L
el Z A, MEGED 43.4~60%HOH Th 7=, L LEBNL, "M AT viA
TIEHETIEE 722 MG E S s E 2 b,

HORBRTIE, B b, T v PEOH JUZBWTRIZHE S N D 3R B 20% %
KRR ED D Z EPRENTZ (3 39), TEF VY OBYEIIT-RERARRER & Y
JRANE BT DEEBV YWD H I L B B2 b, (B 2)

%39 bt h, 7y MEOA RITBIFLTEXRT VY URAO#ELES 0~6 B o R rhiE=R

(%) a
TEXFVUU LR
. . TEXTY ETFXTTYL AL - i
PIp-S B GR ;E‘/ AMA 7 #/I [/) < AMA DR Hfe &%t
4% AMA OFEIE
SN & 60 14 74 19
Sk B 8 2 10 20
AN 62 10 72 14
e 11 7 18 39
g AN 61 5 66 8
AMA : 7TEXTufg  n R B

a : KGRI DHIE

fE7re b (BE, 23~24 7%,

{REE 58~60kg, 344) 1T, 7EFI IV A HH



RO (500 mg/ A, H7EA) L, #H% 8 BRIDRET T EXRT ) o RO
WerE 7 HPLC I\ L W HIE L= (EERFAR),

fERA R 40 1R LT,

BOBE54% 8 R DRITIL. HBIEGED 63.7~81.8% 1T EX U » R UOMREMY
ELCHEIE SN, (BR13)

# 40 b MIBIATEFVVY VHERAOK GRS 8 R OT TR U EOMEH
DORHPPEIEE (%) a

L TEXFIUY S
% v H /3 > "L GIN=
s | TERTIUL 7(#/ﬁf% Ty IR et
(APM) b

1 57.1 14.5 6.3 78.0
(285.66) (72.57)¢ (31.60)¢ (389.83)¢

92 47.9 11.0 4.8 63.7
(239.47)¢ (54.99)¢ (24.21)¢ (318.67)¢

3 61.1 16.3 4.5 81.8
(305.42)¢ (81.26)¢ (22.45)¢ (409.13)¢

a : BEEICkT AEIS
b: 7EXTUY LAY ETHE L E
c: HEtE (mg)

(26) KHEER
TEXRTVY O 2FEOTENHBILAMA (TEX g KMODKP (7%
VN ERG VL5 UA ) ThDH, ZLHOREMIL. TEFUVIUNRAL
TWEHEIEE 2> TV D28, AMA 137 LA OREREZF LTS EE XD

N5, (ZH4)

@ Fvbk
S b (Wistar &, B VCERB) 127 EX2 V) U AHERO®RS (15 X160
mg/kg (AE) Li=& 2 A, HEED 60~T70%0% 5% 24 BEEILIPNIC R bR L LT
JRAZHEI S, TSV O—EE. AMA KOVDKP (2GS, (B
4)

@ K&

B (AR, PERR ONEECREE) 127X ) U2 R0 UIERIRMEE S L, FAR&%
OSSR IMAEA N T T EXR ) o FERFHY (AMA ) DKP) O#EjfEIz>
WTCHE L7e (3% 415), BRINR G- CIE, IRIERGE£IC, MiETIZ AMA (O DKP
DERE TR SN 223, RO, mEmIETEX v U OWINIE &
Ao ERET LIRS S vz, PR & SRR AL 3¢ RO ieE- X
I TFIRIN 542 DYRFE — B 7 0 7 7 A VDR LNT-TEX U U U ROV 2 RO
R OFENIE T A — X —|ZH BRI A LN D> T (p>0.05), FZAOKEET

5 #4113, M 4hLEIHLT,



1L, 7EXT U D Tield 0.75 Fiflil, AMA @ T (X 2.7 K TH -T2 Lk,

R0 7 V7T AT L VR TH D Z EAVRENTZ, SRERIATEE K ORI OhE
W ORIFIZE VP SN AT EF U L HER L C BROITALIRANE Ok
HIRIZ B-T 7 ¥ MEE OB TR I N2 2 Evh . AMA [35RERIAIEE D 7~ CHE
HEnsEZ N, (B2, 4)

41 BRIBITB7EXR VLY CHAMIRN USROG %O T TS alik (AMA)
FOTEF VY o ERT -2 524 (DKP) OIfiESkiy@hne N5 2 —#

—

. SRpEhRE AMA
PRI o - -
BRI | oo R SRR R SR
AUCOoo(mg .
782+9214 | 822+201 | 1.13+0.09 1.26+0.08
B RN hr/L)
Ty(hr) 1.94+021 | 1.85+029 | 0.41+0.04 0.45-+0.02
AUCo--(mg - 801+201 | 7.55+244 | 0.37+0.11 0.31+0.11
hr/L)
e Ty(hr) 3.30+2.70 | 2.07+0.46 | 0.88-0.62 0.84+0.66
Crnax (mg/L) 2101028 | 1.83+0.72 | 0.15+0.75 0.15-+0.02
Trmax (hr) 2.60+-0.98 | 245+040 | 2.13+0.40 2.13+0.60

R (SR, PR R ONEECRE) 127 B o)) U aRfokits (B5ERE) L, #
512, 36, 60 KN 108 4 O, B, AR ONEMIHIREAHIE LTz, 7F
T BREIL, &E 12 BIREIIZB WO TBR CIE 500 ng/g B TH o 7203, ool
MR CITETH0ng/g AR ThH o7, #%5 36 B4 1CiE, 1T AL DM T TR
U AT E o7z, L L, AMA L, Bl ORTIRIC 50 ng/g L0 EWRET
FHARIATAE U=, i L OMERG Tl 25 ORI C& 21 CTh > 7=, DKP
IHRIREE TH LA, Sk TG 36 FFFLINIZIZE A EVHE L7z (EERFUATN)

(M 4)

R (SR ORI, (AER] 40 kg, 2 BE/FFA) 1C7 %23 U L HUHI % BER
fifgO#s (7FEXT Y e LT 10 mgUhift)kg RE) L7z ([11.1. (10) @1 FH
—OFER) . RIFHITIRZRIL, R T7TEFT VU v RO TH D AMPASD
% HPLC IZ L W HIE LT,

FERAEFR 42 1R LT,

P52 BRI DR T, 7TV UdEEIREEZ R L2, AMPA (X7 E%
U D% LRI S e o Tz, (BH11)

6 B 11 TII_N=2afB b il SN TWAER, TEFT gl Ex bhd,




F 42 KIZBIF D7 EFXF VY CHEEREFRE O GHRORFTEXF VY RN =Y
afE (AMPA) BE (ug(UIfh)/g)

Sl 5% (hr)
o) HIEwE 1 2 1 5 1
1 TEXY 74.6 360 81.2 15.9 <3.00
AMPA <3.00 3.83 4.73 <3.00 <3.00
9 TEXUVY 273 352 12.8 10.9 <3.00
AMPA 5.29 19.6 <3.00 <3.00 <3.00

@ in vitroi BR
TEXT U B SIR CHERAAE (0.1 molV/L) T 1B IIE & 5 L7of . AMA,
TEXFVEEE, 4t KX T T 2oV UFATEXT Y KON DKP 2 fErEY)
ELTHRRES Nz, Ll :h%@ﬁ%ﬁﬂ@ﬁé’( in vivo TIERLS LA E D D
HoiLTWiewy, HPLC IZX 50 OfEER. B FEXIKIZEBWT, 3 ORI
(5R,6R)-AMA. (5S,6R)-AMA &07:&:&«// U -QR-ET D2 5V
EIlz, (& 2)

@ et
fEFZRE MCTER Y aRa&E (500mg/A) L, $54% 24 RO R 27
Nz, TORER, REMAETHLTEX TV VN T722%, B-T 7 X DERIBIR L7
T 5 AMAT) 20.7%EIR STz, fe~=2 U A E UL 92.9% 3 E &
=, (Zl14)

f@i e e MCTEX VY CEREERROES (500mg/ N, 17 EL) L, &E5%S8
BRI DIRZFARZ L 2 A, RPCTEXFT VU > R0 AMA ROT7 %)
YT T 4 v 7 (APM) A5 (L1 (19QZ M) | K & LT 12
TARINT, (B 13)

T BB 14 TIEFAN= T uBEEEH SN TWAR, TEXI VY UAIR-TF7 E~v—BEHANTH L&
HHLTWAZ LD, TEXR I afR W LT,



COOH

HO
(o}
S,
N__T_____r CH
H 3

NH, COOH HN CH,

COOH

TEXLVY LT LT 4 v 7R (APM)

HO
o}
HS
N CH CH,
H | Il

NH, COOH N CH;

COOH

1 7EX ) OTAR R

t MFI 7 vy —2% MW= in vitro DFRERIZEBWN T, TEX TV ORI &
et Lz, TOMRE, 7EXFT VI VO 7 n Y —AZ X5 E LT 2 D
REREE A TREINT-, (R 15)



TEXVI M7

2 b MFIZ v Y—2Z MW in vitro DFRERIZBIT A7 EF Y D
TAREACHTRR I

TR BBEER
(1) %RBHAR (4 - XSBARAED
@ b5 BARE5HER
T (SR OMAERIARBE, 1~2 Jlin, ABAAART, 3 BAMES) (27 EXT v U U]
WA Z 5 HRMCHFLICR U TG (500 mg/HE, 1 H 2 [BH%5E) L=, #5451, 3,
5. 7. 9 MOV 11 HARICHR, Bhd, FHR L ORI 28R L, fSk IR 2 A 4T >
AL HEIE L (EERAAH),
RAEFR A3 IR LT, BRY)

£43 FHRIBI L7 XU A BRI DR G OB TIRE (nglg)
Fcs 5% B (H)

Ut 1 3 5 7 9 11

JHfiek <0.01 (3) <0.01(3) | <0.01( | <0.01(3 | <0.01(3) | <0.01()
S ik %01%‘ 0.12, <0.01(3) | <0.01(3) n.s. <0.01(3) | <0.01(3)
Al <0.01 (3) <0.01(3) | <0.01( | <0.01(3 | <0.01(3) | <0.01()
il <0.01 (3 <0.01(3) | <0.01() | <0.01(3) | <0.01(8 | <0.01(3)

n=3 ns. B L FEINNOBEIXBEL

A (R ORI, SB3BRAART, 3 BRER) ([CTEF v ) & b HIHREH
Bl (400 mg/8H, 1 H 2 [EHeh) L, meféd G 4 BRI ONC 10 3, 5, 7. 9, 11,



12, 14 KX 16 HHZ I,

(& EFRAARE)
WRAFK A TR LT, &R

i, P R OB A B L

MR R 2 HIE LT,

F44 THIZBFLHTEXT VY 5 B OB GZOMBFIRE (ug/g)
ik A& 5% B (B)
BE | 4 R 1 3 5 7 9 11 12 14
0.03, 0.06,
Hﬂj 0.04, 0.02(3) 0;%1(()21)’ 0.01(3) <0(')0§;2)’ 0.03, 0.8%(72>, <0.01(3) | <0.01(3)
B 001 : : 0.05 :
= 0.16(2) 0.01, <0.01(2) 0.02 0.01(2) 0.02,
" 1011, | <0.013) | <0.01(3) ’ | <0.01, | <0.01(3)
f 0.05 0.02 0.03 <0.01(2) | <0.01 0.01
o | 0.01 0.02
i ’ 0.02, 0.01, ’ 0.01,
A 3603’1 <0.013) | 5019 | <0.01(2) <(())k())51’ <001(2) | 0023 | <0.01() | <0.01(3)
E <0.01(3) | <0.01(3) m0m9<@m@)<%ﬁ?’<mn® <0.01(3) | <0.01(3) | <0.01(3)
n=3  FEIMNOEEIIB%L
@ 7 BMxEHER
T4 (RN OWERIARBH, {KE 36.4~45.5kg, AIBRMERT, 3 BE/MES) (07 EF

U VBRI 2 T ARSI S (17.6 mglkg RE/H) L7-, ARSI OHES H&1X
{KEE 45.5 kg %47- 0 400 mg/mL (8.8 mg/kg (AEITFHY) TH-o7-, BEGITHRAID 6
HRNIABIRIC, 57 B BICITESRICE R U, Bk & L, R b 1.

5. 9. 12, 15, 18 K121 HEZLDATE.

B, AP MR R UM SO A R A

B. stearothermophilus % A\NT2"\A 7 v ALV HIE LT BHEER 0.010

ng/g),

WERAEK 45 TR LT,
T2, B COR SN R OSREIOE LI TR W S 5~ 72, (B

R 4)

2k, AR IR G O LTz,




F 45 FHIIBIFEHTEXRT VY 7 AR G% OMRTIEE (ug/g)
- B 5% B (H)
" 1 5 9 12 15 18 21
Wl 193 | 002@), | <0.01@), | 1 | <00L | <0.01Q) | 0o
0.01 n.s. n.s. (2) n.s.
0.09, 0.01,
B | ~100) | 008 | <001, | 00L@, | <00L | <0.01@) 1 ;0
0.02 n.s. (2) n.s.
0.05 n.s.
e ~0.40 (2), ~0.4, <0.01 (2), <0.01, | <0.01(2),
e 0.31 <0.01 (2) n.s. <0.013) n.s. (2) n.s. <0.01(3)
b ~0.4, <0.01 (2), | <0.01 (2), <0.01, | <0.01(2),
IA 0.2(2) 0.02 s, | 001® | ) ne. | 001G
N 6.4, 0.27, ~1.2, <0.01, 0.18,
&iﬁi ~4.5, 0.19, <0.01, 0.12, ;O'Oé’) ns. | <0.01(3)
W 0.2 6.4 ns. ~2.0 oS- <0.01
n=3 ns. AL BRHIBER - 0.010 nglg  FEIMANOEAEIZFIEL

T (RIVAZ A R, FEIIRE 59.6 kg, SCEBRAART, M 2 BE/MES) 1T EF v
U IR T BREBRERE S (TEF T VU & LT 50 mgUif)/kg (RE) L.
AP h 2 RERREONT 10 30 5. 7 RO 10 HE&ZICMIE R OHMTIREZ B
stearothermophilus var. calidolactis C-953 % N2 A 47 A I XD HIE L,
MR- HIREZ M. luteus ATCC 9341 ZHAVWTHIE L7z (BRHIFRS 1834 0.04 pug(F)
ff)/mL, REH-LIZE 0.004 pgCUi)/g Xid pgCOfi)/mL) .

FERAEF 46 (TR LT,

wod e 5 BRI A bR < 3BT, s G- 7 BRI TR HBRAUR
ik moie, (MR 16)

#£ 46 FHICBIAZTES VY A 7 B REEHR OEEH O MG, Mk L OB
BEO (weUih/g X% pg(Jiih)/mL)

e Bk G RaE P % (H)

" 2 I 1 3 5 7 10

i %?232 <0.004(2) | <0.004 @) | <0.004©2) | <0.004@) | <0.004 ()
n 0.102, <0.004,

Jikal 0.070 0.006 <0.004 (2) | <0.004 (2) | <0.004(2) | <0.004 (2)
L 0.720 0.115 0.006 0.016

X ’ ’ ’ ’

Fil 0.970 0.007 0.012 0.013 <0.004(2) | <0.004(2)

A %%1195 <0.004(2) | <0.004 @) | <0.004©2) | <0.004@) | <0.004 ()

i) %‘%13%’ <0.004 (2) | <0.004(2) | <0.004(2) | <0.004(2) | <0.004 (2)

i[ERAR })%%’ <0.04 (2) <0.04 (2) <0.04 (2) <0.04 (2) <0.04 (2)

n=2  FEIMNOEAEILHEL

FREBEA © ABH 0.04 pgCUim)/mL, AB74-LISL 0.004 ug(Uiih)/g S ug(ifi)/mL




T (RVAR S A R, 16~19 Rifin, (K 45.0~52.8kg, ABAAART, M 2 SA/FF
R T EXR VY VRIFIZAHFLR T T HREROES (XU LT
50 mg(Uii)/kg fAE) L. Fckef& b 2 REREEONC 1, 3, 5, 7 XV 10 HZIZIE LY
FHARTREE & B stearothermophilusvar. calidolactis C-953 % F\N\-/3"A 47 v & A
WXV PE L, AR %A M luteus ATCC 9341 % FWCHRIE L= (MHFRA IR
H 0.04 pgUMt)/mL, AEH-LIFE 0.004 pgCUhit)/g Xix ng(iMfi)/mL) .,

FERERATIORLT,

Bk G- 1 BE E CIIRLSORENCE-EDN A L2 08, IE, . IEIIA O
MR I3 - 3 AR LIRS, B It - 7 A& LI TR HHBRIUKT & 72 o 72, (B
HR17)

F AT THRIBTLTEFR DY AAUAN T AR QR G2 OMIE, ARk ORE
REQ (ngUii/g X% pgUiii)/mL)

Stk e 5% B4 (H)
2 IFF 1 3 5 7 10
7% 212 %‘_%(i% <0.004 <0.004
Ji i 31'.‘(1)’ %’_%%2’ <0.004 <0.004
A ggﬁg <0.004 <0.004
REWS &j% ngg?’ <0.004 <0.004
L T S T L By

n=2 n.s.:@®EeL
RS« ABH 0.04 pngCUfi)/mL.,  AHH-LIS 0.004 ugCUifi)/g XiE pg(Jfi)/mL
a : [al—akko 2 EISHTE

A (RNVAZ A T, 20~60 Hifis, VHIRE 59.5 kg, EBRAART, 2 SR/
T EXR ) CRFIZARAILRE LT 7 ARROES (TEFT UYL LT 10
X% 50 mgUifli)/kg (KE) L., FREREBR M Sz, Bl b 2 REFIEONT 8 KO
5 H#&IZIMIE M ORI % B, stearothermophilusvar. calidolactis C-953 % Fu>
oA FT A (BHFESR 0.015 ugUii)/g 33 pgUil)/mL) 12 & 0 #HIE L7,

fERAEFR 48 TR LT,

50 mg(1f)/kg RELGREORER G- 2 Rt O&FEHIREIL 10 mgOUiil)/kg
RERGE L O BEFEICERE AR LD, kb 3 HELREIX, Wi GHEOE D
%10 Gkt 3 Hi%) & aslh CRIRFCRm & e o7z, (B 18)



F 48 FHICBITAZTEXT VU CRH T HREERHIRE DG4 O Mg M ORI
(ngChit)/g X% pg(ff)/mL)

55 St ik 51% 8% (B)
(mg(ifh)/kg A H) " 2 ] 3 5
JiiIRE 8'2‘22 <0.015 (2) <0.015 (2)
Jri 8‘22;1 <0.015 (2) <0.015 (2)
" 0.265 <0.015
FEX
10 2 0.913 0.020 <0.015 (2)
fhA 8‘828 <0.015 (2) <0.015 (2)
i) 8'8‘3}1 <0.015 (2) <0.015 (2)
il ??ﬁg <0.015 (2) <0.015 (2)
Frfie 8“323 <0.015 (2) <0.015 (2)
" 1.162 <0.015
X
50 25 1769 0.095 <0.015 (2)
fHA éégg <0.015 (2) <0.015 (2)
I g'ggg <0.015 (2) <0.015 (2)

n=2  fEINOKMIIEEE  BHRR : 0.015 ngUi/g XiE pgChih)/mL

(2) REBHER (4 - REFIBER)
® 2 [EFEEHER
T CHEFE(R VR 52 A R X BEAIRR), K96 2, ME 3 BH/REAVEE) 127X
) A 48 BEEFEIE T 2 BIFFRIRERE (7EF ) & LT 15 3 30
mg(UM/kg (RE/R) L7z, Hfedel 1. 14, 28 K035 RIS ORI
% B. stearothermophilusvar. calidolactis C-953 % AV NT=/"A 47 v A2 X W IE
L7z (KRHIFRA 0.04 ng(Gifl)/g) o
TR 2R 49 1R LT,
M, AP, BE M ORI Tl 5- 14 BRZICITMHBRAANS & 720 . ABRG. &%
FERALAT A M O G50 B AR A Clddiofédx 5 28 HIRIZIIM BRI & e o 72,
(& 19)



3249 TR TER U A2 [BIFGA N 505 O K OSSR IREO (ug()
/g X% ugUi)/mL) 2

e S B %R A% (B)
(mgUhffi)kg pha/mD| " 1 14 28 35
M AE 0.96 <0.04 <0.04
FrFlR 1.6 <0.04 <0.04
X ik 14 <0.04 <0.04
Al <0.04~0.05 <0.04 <0.04
15 =0} <0.04 <0.04~0.05 <0.04 <0.04
/MG 0.33 <0.04 <0.04
B 700 | <0.04~010 | <0.04 <0.04
B b
%Qk%%b 1,100 <0.04~0.13 <0.04 <0.04
M AE 1.6 <0.04 <0.04
JF ek 3.3 <0.04 <0.04
Mk 20 <0.04 <0.04
i 0.06 <0.04 <0.04
30 =0} <0.04 <0.04
/N5 0.60 <0.04 <0.04
BRI 9 900 <0.04~0.18 <0.04 <0.04
fiHA b
é% ""ﬁ[g\\]ib 1,400 <0.04~9.3 <0.04 <0.04

n=3  MHRA : 0.04 ngUifii)/g Xi% mL
a: P ORLE, 72720, MRS A2 S a1 HE R L,
b A G OR5 A X JE AL A

T4 RVAZ A A, 3~4 ) Hii, {KHE 80~143 kg, H 3 SRR/ (27
XU R % 48 FFHFIE T 2 BIfHRANE S (TEX T2 U & LT 15 XL 30
mg(fl)/kg RE/E]) Uiz, Fi&#5 1, 14, 35, 42, 49, 56 K (*63 A&zt
O IREE %2 B, stearothermophilusvar. calidolactis C-953 % =34 47 v &
AT VHEE L BRHRA 0.04 ngChil)/g X% pg(fh)/mL) .

FERAFR B0 IR LT,

M GRE L BTG 14 A%ICITE0 TR & 2572,

728 B 514 R385 Hi%D 2 BRI BV TAH CRHEFER ARG Th - 7725,
#5- 42 AR URRITAE Lieh o7z, (B 20)



250 THICBIT AT 'R TV A2 [BIFGA NR G-0% O K OSSR IRES (ug()
/g X% ugUi)/mL) 2

BehE Sl k&P Ba% B ¥ (H)
(mgUhffi)kg pha/mD| " 1 14 35 42~63
% 0.79 <0.04 <0.04
Jrl 0.34 <0.04 <0.04
R ik 6.50 <0.04 <0.04
A 0.08 <0.04 <0.04
15 =0} <0.04~0.23 <0.04 <0.04
/NG 0.26 <0.04 <0.04
%f?ﬁMM‘ 552 <0.04 <0.04
B b
%ﬁ%ﬁéﬂﬁ 401 <0.04 <0.04
M AE 1.70 <0.04 <0.04
JHFfik 0.81 <0.04 <0.04
Mk 12.71 <0.04 <0.04
i 0.19 <0.04 <0.04
30 =0} 0.33 <0.04 <0.04
qN 0.47 <0.04 <0.04
Be - aBhL 1,527 <0.04 <0.04
fiHA b
é% *;’;Bé\jlb 1,106 <0.04 <0.04

n=3  MHER : 0.04 ugUiit)/g X% peCr)/mL
a: VW TRLE, 72720, BMHRAARSZ G0 E 3 OR LT,
b : S d&PE G O A XX E FEAS A

@ 5 BREERERER

A (R OMERIAIH, 4 M) I2T7 %V % 5 HIERNERE (7EF%
) v LT Tmgkg RELL EICHY) L7, &E&RE% 2, 6, 10, 14, 21, 28,
35, 42, 49 K156 HIZIZHTNR, B, A, HERG. 55 2 & O 5 [ G5l ONT
55 2 AN O B [E G AR AR 2 B L. Rk 2 e U7 (CEMRAUIE 46
#ZMR), 82 KOS EOREREIL 3 B TH D720, GO OB G50 & B
FARR O BRBURE p I TRk 5- 2, 5. 6. 9, 10, 13, 14, 17, 21, 24, 28, 31, 35, 38,
42, 45, 49, 52, 56 L UN59 AL 7eo7z,

AR BLITR LI,

Flige, P, BIg ONEIAICRIT BT BT ) UERRRIIARIRS- 2 A% £ T2 50
ng/g Rl E TR T L. &G 6 B IBIITMHRAN N & 72> 72, BGERL Tk
$25- 28 H#1213 50 nglg AKiti & 72 > 7275, Hofkdx G- 42 H1%D 1 T 50 ng/g i <.
HIEETH-T-, (B 4)



#5651 FlZBFLZTEFVVY V5 HREFANESZOMFRTEED (ng/g)

A5 AR ST
AR | o i s | e | B

2 ND 40.9 <10.0 <L.0Q 70,981 22,550
5 6,854 <3,350
6 ND ND ND ND 5,977 <783
9 1,264 <164
10 NA ND NA NA 691 <94.9
13 <315.4 <1.0Q
14 NA NA NA NA 522 <92.4
17 <17.7 <30.8
21 NA NA NA NA <55.6 <106
24 <14.0 ND
28 NA NA NA NA 38.4 <20.6
31 <10.5 ND
35 NA NA NA NA <14.8 <10.3
38 NA NA
42 NA NA NA NA <20.4 <LOQ
45 NA NA
49 NA NA NA NA <L0Q NA
52 <L0Q NA
56 NA NA NA NA <LOQ NA
59 ND NA

LOD 3.2 2.10 0.98 1.40 0.98 0.98

L0Q 25 % 10 10 10 10

n=4 LOD:MHIRM LOQ: E&RA NA: e ND: s

A (SRR OMERIAREA, 4 BE/EFR) 17X U % 5 HIERNES: (7T mglkg
RE/H) L., Fof&eh 10, 14 KOV 18 HE OB IRE %2 HPLC I X W JIE L7z (E
EPRS 0.025 pglg)

TERAEE 2R LIZ, (B 21)

#52 FITBIFLTEXT Y 5 HEHANEGZOMERTEED (ug/g)

o &% B (B)
R 10 14 18
Jri <0.025 (4) <0.025 (4) <0.025 (4)
” 0.0544. <0.025 (2)

EX < Al
2 0.0829, <0.025 (3) 0.0299 <0.025 (4)
A <0.025 (3). 0.0307 <0.025 (4) <0.025 (4)
iz} <0.025 (4) 0.0278. <0.025 (3) <0.025 (4)
g 0.135. 0.119, 0.0608. 0.0655.

B ML 0.0852. 0.0576 0.0836. 0.0436 <0.025 (4)

n=4 TERA :0.025ug/ls  FEIMNOEIIHEL

@ 7 BERERER
4 (SRR ORI, {AE 159~363.6 kg, 3 B/ (77X V) & T



HA NS (17.6 mg/kg AE/H, 250 mg/mL &K T 1 250585 15mL %
HRIRNE D ITHE) Lo, #5135 MD 6 HRENTARKIZ, #5657 H BIZI3ARICTE
i L. BeEEALOREE LT, Bk 3 HEEFONC 1, 3. 5. 6, 7. 8. 9, 11, 13
JON 15 H 5 ORI 2 JIE LTz,

FERAFK B3 ITRLT, (B 4)

#5653 FHITBITDHTEXFTUY T HHGRANEGEOMMTIRE (ug/g)

St ek 5% BE(H)
g 3 HEH 1 3 5 6
0.13, >(.16,
Ji Tk >0.16 (3) >0.16 (3) 0.11, <0.01, 0'871(12)’
0.09 0.09 :
0.05, 0.06, 0.84,
R ik >0.16 (3) >061(13352)’ 0.04, 0.02, 0.03,
: 0.03 <0.01 0.04
s >0.16 (2), 0.01, <0.01 (2),
A >0.16 (3) 0.11 0.02 (2) 0.01 <0.01 (3)
0.04,
iG] >0.16 (3) >0.16 (3) 0.02, <0.01(3) <0.01 (),
0.02
0.01
>0.16,
BEEEGA | >016 () >0.16 (3) >0.16 (3) >0.16(2), <0.01,
0.01
0.03
ik 5% H %
7 8 9 11~15
0.12, 0.08, 0.12
Jiige 0.06, 0.11, -0 '1 p 22) <0.01 (3)
0.11 >(0.16 :
B <0'(? (1)2(2)’ <0.01 (3) <0.01 (3) <0.01 (3)
fHEAl <0.01 (3) <0.01 (3) <0.01 (3) <0.01 (3)
lilEgi] 0.01 (3) <0.01 (3 <0.01 (3 <0.01 (3
e >0.16, 0.05, <0.01 (2),
BGRMIRN | 001 @) >0.16 (2) >0.16 <0.01(3)

n=3  FEIPI ORI 3B

A (SRR ORI, (A 136.4~204.5kg, 2~3 BH/HFN) 27XV
=IKF OREERR (250 mg/mL) % 7 AR S (17.6 mgkg KH#H/H) L7z,
BGIXEMIO 6 HITARIZ, 857 B BISITAERICSE R L, S5 E L,
B G- 13, 16, 19, 22 MUN25 HEL KRR 2 1E L,

EREE AR L, &HHY)



F 54 THIZBIFLTEXTV VY 7 HEGHANES %O EE (ug/g)

St 5% B4 (H)

" 13 16 19 22 25
i <0.04(3) <0.04(3) <0.01 (2) <0.01(3) <0.01(3)
= 0.01 (2), <0.01 <0.01(3) <0.01 (2) 0.04, <0.01 (2) <0.01(3)
A 0.03(2),0.14 | 0.04(2),0.03 0.01,<0.01 | 0.03,<0.01(2) <0.01(3)
IS <0.01(3) <0.01(2),0.04 | 0.05,<0.01 0'13’100'06’ <0.01(3)

BeHEL | <0.02, 0.23, <0.02 (2), 0.04, 0.09,
o 0.07 <003 <0.01(2) <001 <0.01(3)
n=3 (&5 19 A% DI n=2) FESINN O 351K

(3) %BHER (Bl
@ #BOKBEHAER
A (FLARE, (AERK 600kg, 3HH) (27 EF Y LHFIA BEFRHERG A& S (7
XU L LT 100mgkg RE) L7, $5 0.5, 1, 3, 6, 12 KUY 24 BfEI#&IC
MEFREAE, &5 7, 22, 31, 46, 55, 70 KO* 79 K& ICHITTIREEZ B
stearothermophilus var. calidolactis C-953 %R\ =" A 47 v A 2LV HEIE LT
(R HBEA 0.015 pg/mL) .
M35 K OV IR 2 N2 55 KTV 56 IR LTz,
MIEFTIREIL, &5 6 RifffRITIE Cmax (P 2.182 pg/mL) (2L, &5 12 FFfH
I Cmax DIFE /3 ITIHER L, 5 24 BRI BARRE DR bz,
FLT IR, G- T RFRIRIC 2 B DIRIREE DT EX 2 U AR ST DA
T, ZOMITEBI TR Ch o7z, (B 8)

K55 FICBIT LT XY o HEGERRE DR G OMIE PR (ug/mL)

F L% EE (hr)
i 0.5 1 3 6 12 24
1 0.125 0.320 0.326 2.014 0.721 0.130
2 0.046 0.133 1.070 1.365 0.700 0.084
3 0.108 0.330 2.439 3.168 1.070 0.279

n=3

FRHIBRA : 0.015 pg/mL

# 56 FIZBI DT EX VY CHEGRERE O BG5S O PIRE (ug/mL)

% (hr)

ki 7 22 31 46 55 70 79
1 0.047 <0.015 <0.015 <0.015 <0.015 <0.015 <0.015
2 <0.015 <0.015 <0.015 <0.015 <0.015 <0.015 <0.015
3 0.040 <0.015 <0.015 <0.015 <0.015 <0.015 <0.015

n=3

Q@ ARG
A (FLAE, 65H) ([T EF v =K A IR AN S (22 mg/kg (AH)
L7c, BERIR OB GA% 156 B £ TOR 28R L, FithiREZHIE L., £D

FRHIBRA : 0.015 pg/mL



R, 22 mglkg IAHE &\ ) KEFRGICBWT S 96 BE1# LIEOFL s RE e i
IZ 10 ngmL 2Bz 5 Z Lidiehnot=, (B 4)

WA GUARE, 558) 17 EFX vV VKAEIR (250 mg/mL) % HRIFGRNE S

(6.6 mg/kg AHE) L7-, %5 15, 30, 45 (V60 /01 ONT 1.5, 2, 3, 4, 6. 8 K&
N 24 IR HRIRE 2 HIE LTz,

FERARBTITR LT,

ZORER, B HEZICBOTHITIREIIIEF RN 2 LAVRIE S, (BHR 4)

£ 57T WHFITBI LT XV UHRRRGROIIITIRE (ug/ml)

0.25 0.5 0.75 1 1.5 2 3 4 6 8 24

<0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 [ <0.01 | 0.01 | 0.02 | 0.02 | <0.01

0.02 | 0.08 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | 0.01 | 0.02 | 0.02 | <0.01

0.02 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | 0.01 | 0.01 | <0.01

1
2
3 0.07 | 0.11 | 0.02 | 0.01 | <0.01 |<0.01| 0.03 | 0.04 | 0.03 | 0.05 | <0.01
4
5

<0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | 0.03 | 0.07 | <0.01

4 (FLAME, 6 5H) (7 XU & b HERNES (Tmgkg KE/H) L7,
Bei&pe G4 4 HRICH720 1 B 2 BIOPEFRFIZH 28I L L PiREZHE Lz

(EERRA 0.005 pg/g) .

FERAR B IR LT, (BR21)

#58 HFlTBIFLTEXT VY 5 BEFHANEGZ O FIRE (ug/g)
Skl BB 514 (hr)

§ 8 24 32 48
<0.005, 0.0063, <0.005 (4),

HRE B 0.0079, 0.0097, <0.005 (6) <0.005 (6)
0.015.0.010 0.0054, 0.0060
<0.005, 0.0067,
FERTERY R 0.0082, 0.0088, <06000055E)5)’ <0.005 (8) <0.005 (6)
0.014, 0.0099 :
0.0057, 0.0087,
F%E R 0.0099, 0.0080, <0.005 (6) <0.005 (8) <0.005 (6)

0.0120, 0.0083
0.0054, 0.0096,
Yaski 351y 0.0180, 0.0110, <0.005 (6) <0.005 (6) <0.005 (6)
0.0130, 0.0086
n=6 TERA :0.005ug/g  FEINNOEIEIIEEL

WELA (FLAAFE, 20 80) (27 EX T2 & b AN S (7T mg/kg KE/H)
Uiz, EWBREMORGRTOFAIT 2B L, Etk e L, #3385 18 (Rid)
#5-8 AR £ TOM], 12 R Z &I L, FITPREZHIE L7,

1 BEHRG 12 FFRICIE, F iR 9.42 nglg TH V| &5 24 FiH&ICIE



3.17 ng/g ITAK T U7z, PRI, 565 4 BG4 £ T LR Ly, #4524
RF21ICIE 4 nglg REIAK T U7e, RIERGIZ L A2EMIEIA Lo T, Bk
512 BEEIRRITIE, IR IX 5.84nglg £ 721 | Aok 24 BERRIFL 1T 4 nglg A
IR L, kG- 60 IRFRI2 LAREI T 25175K) 0.46 nglg L 72 o7,

FERAERBIITR L, (BR4)

£59 WIHFITBILTEXFT Y U5 HIEFHRNKRGZROFIHIRE (ng/g)

PG nlk 2 1 [l H #5415 (hr) IR
1=H 0 0.00
12 9.42

24 3.17

2 [AlH 36 6.61
48 3.76

31mlH 60 6.79
72 3.63

4 a1 H 84 7.03
96 3.35

5[mlH 108 5.84
120 3.40

132 2.08

144 1.32

156 0.46

168 0.46

180 0.46

n=20
a: 1~5[HOHEIL, ZNF10, 24, 48, 72 K96 il DRIt OERE 2 i L 7=,

WHA (Dl b 2~6 EEHOFMARE, 5 80) 127X U =K (250
mg/mL) % 5 ARIFANEL (11 mgkg (AE/H) L7z, #4512 K% 5 12 FFH
T LT 8 EWERLRHC T A BRI L, FL R A E LT,

ERAER 60 IR LT, (BHR4)

#£ 60 WHFICBI DT EXT Y L =KF 5 HHBHANEG & O T IRED

(ng/mL)
B 54 (hr)
12 24 36 48 60 72 84 96
IR 0.02 <0.01 <0.01 <0.01 | <0.01(4) | <0.01(4) | <0.01 <0.01

n=5 (&5 60 N 72 FEffifE DA n=4)  FEINNOEEI AL

WL GEUJTFE, 58 ST EX VU =AM (250 mg/mL) % 5 HREGAN
5 (11 mgkg (KH/H) Uio, &GITPEAZICEm LT, &5 12 g5 12 K
AR 8 Bl HEFLRFICHLIT 28R L, FLtHRE 2 HE L=,

WREE6LIR L, (BR4)



# 61

WAAFICBIT BT EF Y AR 5 BB PES % ORI TIRE

(ng/mL)
i ek 54 (hr)
0 12 24 36 48 60 72 84 96
1 <0.01 0.83 0.01 0.14 0.17 <0.01 0.15 <0.01 <0.01
2 <0.01 0.04 0.21 0.27 0.07 <0.01 0.15 0.12 <0.01
3 0.20 0.02 0.05 0.19 0.14 0.02 0.26 <0.01 0.01
4 0.18 0.15 0.02 0.10 0.15 0.02 0.14 <0.01 0.96
5 0.11 0.05 0.03 0.14 <0.01 1.57 0.20 0.17 0.79
n=5
@ bR

WL (FLURREQ~6 PER), 580) IC7EXF TV =K (250 mg/mL) % 5
HEE TS (11 mgkg (KE/H) L7z, &513—2 T >& 30mL #2720 8 9
\ZFEM LT, 5512 B0 5 12 B = 212 8 BRI Lt 28Rl L. Sk e

FEAERIE LTz,

FEERA 62 IR LT, (B 4)

# 62 WHASBTLHTEXT VY =KW 5 BHEE FHRG%ZOATHIEE  (ug/ml)

i Fefepe 54 (hr)
12 24 36 48 60 72 84 96
1 0.01 0.17 <0.01 <0.01 <0.01 <0.01 <0.01 <0.01
2 0.02 <0.01 <0.01 <0.01 n.s. <0.01 <0.01 <0.01
3a 0.10 0.07 0.05 0.04 0.02 0.02 0.02 0.02
4 0.03 0.02 <0.01 <0.01 <0.01 <0.01 <0.01 <0.01
5 0.02 <0.01 <0.01 <0.01 <0.01 <0.01 <0.01 <0.01
n=5 n.s.: AEHREET

a : #5 0 % IcBWL T H i S,

WL EUJTFE, 580 ST EXT VU =AW (250 mg/mL) % 5 AR T
5. (11 mgkg RE/H) Ui, HGITHEAZICTHN Lz, &5 12 K% 5 12 K
T T 8 AL A B L, F IR E A RIE LT,

FERAER 63| TRLIE, BRY)

#£63 WIHFITBI LT XU C=KE 5 HEIE TGO TR (ng/mL)

) AP 5% (hr)
0 12 24 36 48 60 72 84 96
1 <0.01 0.04 0.06 0.07 0.02 0.05 <0.01 | <0.01 | <0.01
2 <0.01 0.08 0.60 0.01 0.01 0.01 <0.01 0.09 <0.01
3 0.01 0.07 0.13 <0.01 | <0.01 0.16 <0.01 | <0.01 | <0.01
4 <0.01 0.02 0.01 0.01 0.01 0.01 <0.01 | <0.01 | <0.01
5 <0.01 0.06 0.22 0.02 0.09 0.15 0.02 <0.01 | <0.01

n=5



@ FERZREAER

WAL (WL OEESAA) ([T U 2 RENERE (5gE) L, &5 3.
4, 5 K06 HRRICHITHREANE Uiz, TORE, &5 3 RO hTEF v
U UAREEIE 2.7ng/mL TH Y, ZOEREIIRFOPGE & & BIK T Lz, 56 B
DA FIREIL 1.2 ng/mL TH-o7-, (B 4)

WA (BN OSEEBARI) (127 B2 ) v =K & BN S (55312 62.5
mg/10 mL, #¥xh5 250 mg/8H) L7z, #%5-8, 24, 32, 48, 56 &N 72 FFf#iZIC
L HIREA HPLC I X W HlE L7e (RHIFRS 1.1 ng/mL) .

WREE 64 IR LT, (B4

# 64 WHBITBT L7 EF DY U =KRWFLERNIG% ORI TIRE  (ng/mL)

AP G (hr)

8

24

32

48

56

72

PRI

968

12.6

10.0

5.5

5.5

<1.1

FRHBREF 1.1 ng/mL

(4) %EHE K
@ BOEHER

W (T avy7fE, K70 B, REKR 27 kg, FHEME 3 FEMES) ICT7EF VY
IR A 7 BEBRER DS (TR v ) 8 LT 30 mg(Mfl)/ke (AE/H) L=,
Bkt 2, 4, 24, 48, 72, 96, 120 TN 144 FFEZICINTE, AR ONEHHRiR s
ERATT v eAICIVRAE L (ERERA 1871 0.04 ngUifli)/mL, 834-LI5k 0.004
ugifi)/g X% pe(Uffi)/mL) .,

FERAFRK 65 1R LT,

FRBHIRE G 2 R I3 iR 2R L, Bkl 4 %IV b
BTz, Bk G 48 & IZIE, B 1 Fl CEERFUIEW-ES R Sz
T, MUIFICERRFANM & 720 | &% h 72 Rk RSO CERRA
K &7 o7, (B 22)



# 656 JRKICBITAT7TEXT U T HIFEGIRE D& GZOMIE, kA ONEHFhREE
(ngChim)/g 3% pg(Fiff)/mL) 2

2o} ik 5% (hr)
i 2 4 24 48 79 9%
| 4197* 2.192+
1375 5109 e <0.004 <0.004
- -
i 065(2)(2)7_ 062332_ fg'ggg <0.004 <0.004 <0.004
EEX
il 26.31 23.51 0.137 ~0.005 <0.004 <0.004
i 0.357+ 0.222+
e 0.181 o132 <0.004 <0.004
+ +
W5 | ot | otes | -ooon | <0004 | <ooos
+ +
P 118’78777 3;16?25 oo <0.004 0.004
| 1115 0.636—
/ol 0.485 0993 <0.004 <0.004
; 15.69+ 11.61+
E\
(= 861 074 <0.04 <0.04

n=3 TEMRA : I8 0.04 pgCi)/mL. ZDozEr 0.004 ng(Fiff)/g X iE ng(Fiff)/mL
a : W ERERAE TR L, B L. BHRAR ST S IEH TR L,

K CZHRE(LWD), #9322, RER 30kg, M3 SH/MES) (27X ) Ml
#Z 7 HRNRATE G (7EF 22U v L LT 800 ppm(36.9 mg(Fiflf)/kg A/ HFH4))
U7z, &t 2, 4. 6. 24 KON 48 RFEF&ICIIE L OSEREHIRE 2 N1 47 & A
IZEVHEE L= (HFRA 0.004 ngChfi)/g L& pg(Jiffi)/mL) ,

FERAHRK 66 1T LT,

Bl - 2 R Cld, W IOENL THIRE DGO Hiizns, JE Cldsaisse 5
4 WEARIC, B AR OV NG Cldeié e - 24 ] (Fcféde G- 3 H) IR RS
KL Te oz, Bt 48 W] (st 4 H) BITITAH TR & 72 -
o, (M 23)



66 KIZBITDTEXT VY 7 AR 5% O MiE & ORI (ugChiil)/g X
1% ugUiil)/mL) a

o SHe R ARG (o)
g 2 4 6 24 48
, <0.004~ <0.004~
i =+ +
1My 0.098-+0.049 | 0.013+0.007 0,005 0.004 <0.004
N <0.004~ <0.004~

+
JiHek 0.006 0.005+0.001 0.004 <0.004 <0.004
i <0.004~
Bl 0.107-£0.032 | 0.067+0.068 | 0.021+0.014 0,008 <0.004
1 0.0140.002 | 0.035+0.029 <8'82§~ <0.004 <0.004
RS 0.015+0.008 <0.004 <0.004 <0.004
SN 0.007+0.003 |  <0.004 <8'88f1~ <0.004 <0.004

n=3 FRHERA : 0.004 pg(Ufi)/g X% pg(Jifi)/mL
a : VW EREREAE TR L, 72720, BHHIRAR 2 & T A3 TR Lz,

K (MWD K O'LWH), 2 22Hiin, SEERER 20.05 kg, EZME 3 FA/RR)
TRV CRFIE T ARG (TEFT Y L LT 10, 50 X 100
mgUfii)/kg (RE/H) L7z, Bflfeh 2 RefNEONT 1, 2, 3 KTV 10 HE%E (3 XU 10
H%1% 100 mg(Uhfil)/kg (K5 H & GHEO ) (SRR TIRE % B, stearothermophilus
var. calidolactis C-953 % A=A 47 A2 L 0 HIE Lz (BRHHRA 0.015 pg(V)
i/g).

FEREF 6T IR LT,

Hef&ieh: 2 FFRZIZB VT, BIBL R TIE 2N T7EX T ) U S
T=o /NETIEL 50 LT 100 mgUfl)/kg (AH/ A GRED A bR S 4, I T,
B G- 2 R0 b 2 GHECRHIRFURm Ch o 72, (S 24)



# 67 KICBITLTEX Y AT B RIREER 5 OMBETIRE  (uweCl)/g)
B B HA%RaE H ¥ (H)
U (m%%ﬁgg 2 W5 1 2 3 10
10 <0.015 <0.015 <0.015
JH g 50 <0.015 <0.015 <0.015
100 <0.015 <0.015 <0.015 <0.015 <0.015
10 1.547+0.355 <0.015 <0.015
5 fisk 50 2.679+0.410 <0.015 <0.015
100 4.195+0.881 <0.015 <0.015 <0.015 <0.015
10 0.200+0.054 <0.015 <0.015
A 50 0.332+0.039 <0.015 <0.015
100 0.430+0.058 <0.015 <0.015 <0.015 <0.015
10 <0.015~0.180 <0.015 <0.015
=0} 50 0.447+0.158 <0.015 <0.015
100 0.801+0.090 <0.015 <0.015 <0.015 <0.015
10 <0.015 <0.015 <0.015
/NG 50 0.337+0.148 <0.015 <0.015
100 0.908+0.362 <0.015 <0.015 <0.015 <0.015

n=3 MHIRER : 0.015 ngCHit)/g
a : VW EREREAE TR L, 72720, BHHIRAR 2 & T A3 TR Lz,

Q@ MHARKREHER

B CHERELW)., K2 22Hiih, KHE 16.6~21.6kg, F=EE 3 BE/MFS/RE) |2 48
MR T XU URAIE 2 BIHRNES (TFEXT ) L LT 15 XX 30

mg(Ui)/kg (AE/A]) Uiz, fHef&ds- 1, 14, 21, 28 &8 35 H &I IMAE M O%ARE T

1BE % B stearothermophilusvar. calidolactis C-953 % H\N=/ 31 47 vk A4 (i

FRAL 0.04 ng(Ji)/g S pgUi)/mL) (2L v HIE L7,
FERAER 68 IR LT-, (BIR25)




* 68 KIZBIT D7 EF U AAUH 2 BIFHANER G- % OISR O TIRED (ig(]

/g 1% pg(ff)/mL)
58 A% B (B)

(mgUrfth)/kg Ok
) 1 14 21 28 35
A% 0.39 <0.04 <0.04 NA NA
Frfei <0.04 <0.04 NA NA NA
R ik 2.91 <0.04 <0.04 NA NA
A <0.04 <0.04 NA NA NA
15 il <0.04 <0.04 NA NA NA
/MBS | <0.04~0.04 <0.04 <0.04 NA NA
Bl 235 <0.04 <0.04 NA NA

il

B 55T

A 80 <0.04 <0.04 NA NA
I 0.82 <0.04 <0.04 NA NA
Jrfei <0.04 <0.04 NA NA NA
R ek 4.93 <0.04 <0.04 NA NA
(eS| <0.04~0.09 <0.04 <0.04 NA NA
30 i) 0.10 <0.04 <0.04 NA NA
/NG <0.04 <0.04 NA NA NA
s <0.04 <0.04 NA NA

A

B 5T

JE R A 125 <0.04 <0.04 NA NA

n=3 NA: HHrET MU : 0.04 pgOhiiblg % pgCHfii/mL
a: PHORLE, L, RINRARIEE AT A OR L,

B ZHEFE(LWD), 74~78 Hifin, K 30.2~36.8kg, M 3 BE/MFSURE) (2 48 HEH]
MR CTTEX U HEIE 2[NS (7T EX v > & LT15 X% 30 mg(Fy
i)/kg IRE/E) Uiz, Fféfs 1, 14, 21, 28 XU 35 HZIZIMAE MK OS2
B. stearothermophilus var. calidolactis C-953 % W=/ 3A 47 v AIZ LV HIEL
7= (BHIRA 0.04 ngUift)/g S0 L pgUft)/mL) .

FEREFE 69 IR LT, (2R 26)



769 JKIZB D T7TEX VU HAI 2 [BIFRANEEG% O MR O%EEEHIREQ (ug()
/g i pg(Uiff)/mL) 2

B hE A% B (B)

(mg(U1fi)/kg v
st 1 14 21 28 35
A 0.23 <0.04 <0.04 NA NA
Frfiei <0.04 <0.04 NA NA NA
R ik 1.04 <0.04 <0.04 NA NA
A <0.04 <0.04 NA NA NA
15 lilE] <0.04 <0.04 NA NA NA
N <0.04 <0.04 NA NA NA
Be A 265 0.16 <0.04 <0.04 NA

A

Be 55T

A 119 <0.04~0.18 <0.04 <0.04 NA
A 0.52 <0.04 <0.04 NA NA
Frfiei <0.04 <0.04 NA NA NA
R ik 1.96 <0.04 <0.04 NA NA
A 0.05 <0.04 <0.04 NA NA
30 iS5 0.04 <0.04 <0.04 NA NA
/NG <0.04 <0.04 NA NA NA
Be 5 338 <0.04 <0.04 NA NA

A

e 5L

T A 184 <0.04 <0.04 NA NA

n=3 NA: i AR : 0.04 pgChiiblg U pgCofii/mL
a: PHORLE, L, RINRARIEE AT A OR L,

R (SR OMERIARE, 4 BE/FES) 127X U % 5 BREIFBANES (0 3T
7Tmg/kg IKE/H) L7z, &5 2, 6. 10, 14, 21, 28, 35, 42, 49, 56 K163
A& D, e, AP, NG, 265 4 IO 5 [ GRAIE ONZER 4 B N5
[El e G50 JE PRREAR) IREEAHIE L (EEBRAR 25 nglg) . B 5-50oMEMkL O 5-
HBOLE PR XSS 4 AL V5 B G% O OIS 2 b, FEIN LU
B JE PEARRR OBREURE R Ik 5 2, 3, 6, 7. 10, 11, 14, 15, 21, 22, 28,
29, 35. 36, 42, 43, 49, 50, 56, 57, 63 (64 HE TH 7=,

FERAERTOIOR L, (R 4)

B GINHHRR PR IR B G FNTIR N L, ke 5 3 B D 11,344 nglg H»
DS 11 H2I1213 180 nglg Rl & 7 o7, k&5 35 HLIRRIIAE (2fF
RIZIT DIREIREE & RIERIC AR E) CEEMRA (26ng/g) Kiifik o7, T
B, Bl AP R OVIER R 1 ARSI 38\ T B0 nglg R CTdh o 77,



£70 KB BTEXL Y 25 HEARE 5 OMGETEE (/)
BB L%
ek - . " b BEmN | 5
% (F) g Pl A AaH Gk | PR
2 ND <45.3 ND ND 2,782 191
3 11,344 4.67
6 ND 10Q ND ND 1,59 252
7 531 2.1
10 ND <LOQ ND ND 431 215
11 <180 143
14 ND 1.0Q 1.0Q <L0Q 438 36.2
15 313 21.9
21 ND 10Q <L0Q ND <121 34.1
22 <441 35.8
28 NA NA NA NA <47.9 3.60
29 <27.0 13.1
35 NA NA NA NA <L0Q 24.8
36 <L0Q 0.00
42 NA NA NA NA <LOQ 0.40
43 <LOQ 0.00
49~64 NA NA NA NA NA NA
LOD 2.19 3.84 1.68 2.19 5.75
LOQ 25 25 25 25 25
n=1 NA BT ND RMSnT  LOQ. R LOD  RILIER

W (SRR OWERIARBE, 4 BEMES) [27EX2 v ) v % 5 BRGNS (7Tmgkg
RE/H) LT, s 5- 10, 12 KON 14 HRISHRREE 42 HPLC (2 X 0 lE LTz,

(EEIRA 0.025 pglg)

WRAEERTLIORLEE, (B 21)

F 71 KIZBTHT7EXT VY % 5 HMHANE G5 OMETIRE (ug/g)

" k5% B4 (H)
R 10 12 14
A <0.025 (4) <0.025(3), 0.0501 <0.025 (4)
Jiisk <0.025 <0.025(3), 0.587 <0.025 (4)
— <0.025(2), 0.0507, <0.025 (4)
2y 0.0989 <0.025 (4)
RERAfT & R <0.025 (4) <0.025(3), 0.0485 <0.025 (4)
i 0.267, 0.0472, 0.0261, 0.0409,
PG ARA 0.0588, 0.177 0.105, <0.025(3) <0.025, <0.0283

n=4

TEEFRA - 0.025 pglg  FEIMNOEEILFIEL

@ FIRAEUEORGHER

K (=7 R L— 2, @l OMRIAAA, 4 31/FR) I27E8F v ) %
HEEIRA (HERICHS) SUTRE ARG (W TFRof b85S 20 mgkg (£H) L
Tzo 2512, 48, 60, 72 3% 84 Wy ICHTNE. BHlst, FiRMAONENIHOT % v



U ROZFOREY (AMA X OXDKP) ZillE L7,

R ASR T2 1R LT,

FARRPIRE L, W ERE OB 12 B OB L 2o T3,
RMNIET LTz, 365 36~48 FFHIfZIC B/ CO T EX T v U VREITEERIT (25
nglg) KL 7eo7z, AMA L, K O g6 BHIMICh- it Sz, (B
4)

#1712 BT TEXT U CEEIRN AT ARG ZOMBET 7T v U
AMA O DKP & (ng/g)

. PG ARGBINR (ho) B O 58K
Akt %E‘i 12 48 60 7 a4
S e | g0 | BRN | R0 | EHIRN
AMO | <LLOQ | <LOQ | <LOD | <LLOD | <LLOD | <LOD | <LOD | <LOD
il | AMA 1’§’gfi 51265 35+14 | <LOQ | 42+24 | <LOQ | <LOD | <LOD
DKP | <LLOQ | <LLOQ | <LLOD | <LOD | <LOD | <LOD | <LOD | <LLOD
AMO 6315% 911455 <LOD | <LOD | <LOD | <LOD | <LOD | <LOD
ek 103,132 | 5,575
AMA 13,096 744 205+115| 100+£79 | 213+115| 120+40 | <LOD | <L.OD
DKP | 88+61 47+23 <LOD <L.OD <L.OD <LLOD | <LLOD | <LLOD
AMO | <LOQ | 35+18 | <LOD | <LOD | <LOD | <LOD | <LOD | <LOD
A | AMA | 30+17 32422 | <LOD | <LOD | <LOD | <LOD | <LOD | <LOD
DKP | <LOQ | <LOQ | <LOD | <LOD | <LOD | <LOD | <LOD | <L.OD
AMO | <LOQ | 39+20 | <LOD | <LOD | <LOD | <LOD | <LOD | <LOD
A8 | AMA | 127468 | 118+66 | <LOD | <LOD | <LOD | <LOD | <LOD | <LOD
DKP | <LLOD <LOD <L.OD <LOD <L.OD <LLOD | <LLOD | <LLOD

n=4 AMO : 7EFT Vv

LOD : FHFRAR (Bfig) AMO, AMA, DKP &2 1.7, 7.1, 2.0nglg, () <4 3.5, 14.2, 1.6
nglg. (HA) i 1.5, 11.1, 09nglg. (BN ZEi 1.7, 10.6, 0.8ng/g

LOQ : EERF SHHk. SWHE 25 ng/g

(5) %XBHR ()

ECRMERE, (KH 49~69 kg, MEMER: 2 BE/RFRUBEGEE, MERER 1 BRARTIGHE) (27
XU & 5 ABIANES (Tmgke KE/H) Lz, &i&&5E 2, 6, 10, 14,
21, 28, 35, 42, 49, 56 K163 HEZEOMM (g, &g, f, BB ONCE 4 [F]
O B (Al 5500 S PERHAR) TR A IE L8, BeGHATAARIEEE 4 BRI O 5 [A%
HHZDOBOPEIMSNTZZ & D, B5E ORI AU ERE- 2, 3, 6, 7. 10,
11, 14, 15, 21, 22, 28, 29. 35, 36, 42, 43, 49, 50, 56, 57. 63 K64 H#%
ThHoT-,

B GENHRE PR 2 R 13 1R Lz, (B 4)

B HEOARRED T EX U AR, kIR G- 48 KL D 5,736 nglg 7> B Ak

8 M4 TIE, AP, B, AP R OB OBREUER: 5 DU TR GABALOBREE A & [FRRD 22 Bl &
RSN TND, BRLEEADND ZLnb, 11 e L TR L7,



528 A D 50 nglg RIIAE T Uiz, Hid&fh 64 AR, 46 1 FloTEF
U VIR 60.3 nglg LR o To 3, 4 BIOVFRRE IR I E R (25.6 ng/g)
Thotz, . B, HRAKONETOT X2V o OFREEE I ELONAE T
L. #%5 48 B4 121342C 50 nglg K & 72~ 7=,

F 73 FIITEXVUU V5 BN ES OGNS T DFEIRE  (nglg)

ok 51% ST RV RE >50 pglkg OENEL AR D ke
A% (B) (ng/g) (1) (nglg)
2 5,736 4/4 12,700
3 1,558 4/4 2,640
6 1,129 4/4 2,073
7 813 4/4 1,500
10 667 4/4 833
11 819 4/4 1,918
14 347 4/4 916
15 347 4/4 660
21 70.7 2/4 198
22 58.0 2/4 110
28 41.9 1/4 84.3
29 28.1 0/4 35.3
35 45.4 1/4 95.7
36 31.7 1/4 72.7
42 31.4 0/4 42.5
43 30.8 0/4 38.5
49 <25.6 0/4 28.6
50 71.7 1/4 142
56 <25.6 0/4 25.1
57 <25.6 0/4 34.2
63 <25.6 0/4 26.0
64 25.6 1/4 60.3
n=4 EERR : 25.6 ng/g

(RN OWERIAREH, 4 B8RS I27 x> ) v & b HRIANE S (7Tmgkg
(KE/H) Uiz, el 5, 7 KON 10 AR ICHRRTIRE L HPLC I X W lE Lz (E
BEIRA 0.025 pglg) .

EREER 14 IR LT, & 21)



F 74 FZBIFHTEXRT VY 5 HEHARNRG%OMETEE (ug/g)

e 5% B4 (H)
A 5 7 10
JrFik <0.025 <0.025 (4) <0.025 (4)
— <0.025(2), 0.0543,
2k 0.0553 <0.025 (4) <0.025 (4)
fHEAl <0.025 (4) <0.025 (4) 0.0322, <0.025(3)
REl <0.025 (4) <0.025 (4) <0.025(3), 0.0279
I — 0.0298, 0.0936,

e 5N R A 1.36, 0.260 <0.025 (4) <0.025 (4)

n=4 EEMRR:0.025ugs FENNOEAIIIHEL

(6) ZBHAR (F. 21
@ HARNZRSHAER

WILFE (WFEARRE, 20 88) (27 EX U % 5 ARG (7T mgkg K/
H) U7-, #E#e5% 10 AR, 12 B 2 ol 28 L7,

FHhoOTER U RET, PRk 12 REE% O 23.1nglg 76 R L, 5§ 2
[E1$¢ 5 12 BF#4 1213 33.0 nglg & 72 o 7=, SEIFLH PRI 3 B 54055 5 [0
PG F THEFF S L2,

B G145 ONWIHPIRE 2R 75 IR LT,

HHFOTEF TV PREIR, BEEGHRIIT Ustl T, &5 60 RFEZIC
1% 4 nglg Kiifi & 72 o 72, KAEHGAZ X D HPIRE QLRI A Lo T2, (B
& 4)

X765 WIHEIZTEX VY 5 BEHRNEGZOAITFIRE (ng/g)

ok 5% (hr)
12 24 36 48 60 72 84 96 108 120
SEEPREE | 33.2 17.1 8.68 4.87 2.76 2.33 2.26 2.08 2.09 2.09
n=20

@ EERNZRSHER

WHE (AR, 1088 127XV Y VKO 777 VEEOECAA] (1 mL
WZT7EX TV U =KE) 140 mg KON T 7T UEEH Y T 35 mg DIAEIR, 0.5
U VIR & 24 RHERE T 5 EhEkeR ARG Lz, S 61T, 2EMIC 24 I
M2 &1 2 BIFGRNEES LT, Skt GERICHT 28I L, Z0% 24 KEFRT
8 HIH (et 192 Rt £ 0) iyt AHE L7,

TR ASR 16 1R LT,

4 nglg FDOYERE N R b 192 % £ TRt an -, (B 4)



F 76 FIIBITHITTIUMETEXVVY COREH 5 AMEENES RO 2 B
FRINER GO 7T =X U VEE (nglg)
AP 42 (hr)
72 96 120
9.1 7.0 5.9

0 24
64.0 19.1

48
10.2

144
5.0

168
6.0

192
4.5

T
n=10

(7) HBHER (L¥F. 2L
WELILE (P—%FE, 6 58) ICTEXRT U % 24 FEREINIC 3 [RIFLENIES- L
7o AT OT EF ) REITRGE G 16 RFR#E IR fA (83.3146.1 ug/mL)
LY | E#RS- 64 FEREHE £ T2 0.06+0.04 pg/mL &R0z, (BIR4)

(8) ZEBHAR )
@ 5 HMRROKREHER
% (PRFE, #95 M, M 10 PR o7 ) URAIE 5 ARG D
b (XY & LT 60 mgUii/kg (K85 H, DEOEKIZIERE L THE)
L7z, Bl 5.1, 2, 4. 8. 24, 36 NN 48 HEE#% (I M OSARR PR 2 1 4T
Y EAZEVHEIE Lz (BRI 0.004 pgChi)/g) . 7233, SERORENT 2 P10y %
RALTLIREE L, ARER 5 BREHZ W T LT,
FERARTTITR LT,
B 24 FEREIAIIE, BEA TR < 2T OMBE CRIIIRARIG & 720 . ks
36 FFf&ICIE, BB CHMmMBART & oz, (B 27)

KT BRI L7EFR LY RIS A MRETRE 0552 O b O R (ug()
fi/g Xi3 pgfili)/mL) =

- B 5 ()

g 1 2 4 8 24 36 48
s 13.878 | 3190 | 0654 | 0020 | <0.004 | <0.004 | <0.004
[ 6420 | 1509 | 0541 | 0070 | <0.004 | <0.004 | <0.004
R 29420 | 2.848 | 2310 | 0252 <8'88‘é~ <0.004 | <0.004
Ty 0890 | 0255 | 0.050 <8'88§~ <0004 | <0.004 | <0.004
e 0174 | 0.065 <8'88§~ <0004 | <0.004 | <0004 | <0.004
N 11.810 | 2684 | 0568 | 0018 | <0.004 | <0.004 | <0.004
L 1768 | 0427 | 0089 | 0010 | <0.004 | <0.004 | <0.004
e 0987 | 0355 | 0115 | 0011 | <0.004 | <0.004 | <0.004

n=5 QPnE 150k L)
a: VR, 220, BB Z & T8 38 TR Lz,

o (BELV 7R, 6, M, 6 PIRER) (27X CRAIEZ 5 HRIfIOK

FrHERA © 0.004 png(ifh)/g

5. (15 XUE 60 mg(Uhi)/kg (AF/H) Uiz, &5 0, 2. 4. 6, 24, 36 K148




HEEI A% L I3/ M OSSR I EE & B, stearothermophilusvar. calidolactis C-953 % Ay >
TeA T T AL VRE L (EERS 0.004 ng(Uif)/g X% pgUii)/mL) , 72
B, SEEOFEEHT 2 PIoEIRE LT 1B L, &S 3 EHZ YW T L=,
FERAFR TRITR LT,
Befepe 5. 2 ReftR LI DT RAL, Wi GHEOWT IO 23\ T HITITHE Sk
NI DEmI A DT, MR GREE HICHRER G 36 MR e2f TERR
RR L 7poT=, (B 28)

K18 BIBILTEXRT VY MUA 5 AMBOKEGEOMIE & OHHEETRE (ig(h)

fi)/g 3U3 pgCUfii)/mL) =

iR | TR (b

mi%%‘g S 2 4 6 24 36 48
\ + + + +

i | P 900 [0 | x| o |

+ + + + +
[T O R0 00t 0SS | |

+ + + + ~
L% | ons | s | 001 | oo | <0004 | <000s
P Oﬁf? Obgégf <8:8(1)§~ <0.004 | <0.004 | <0.004 | NA
ARHS Obl.gggi Ob(%(l)si nggf,’f <0.004 <8:883~ <0.004 | <0.004
i [5E OIR [B855 000 [0 s |

+ + + +

it | “ear | oo | ooss | oo | 0004 | <0004 | NA

+ + + + +
P | oo | ooso | oomo | oo | ooos | 000 | <004

+ + + -
[ | e e oo |
o [ [ [0 | | om |
o | O |80k || e | o
i [ B B OO0 | | e |
n=3 QPn% 1ikklE L) TERFRA 1 0.004 pg(ff)/ig Z pgUiff)/mL  NA : /549

a: P ORLEE, 72720, MHRAAN &2 S a1 3#E i OR L,

(AR, £ 4 Bl MERE 6 PIRES) (7 X2 KA 5 B ERHIRE -
5 (120 mgUii)/kg KRB/ H ., 1%CMC KR IZIEE L TRE) Lz, ks 2,
6. 24, 48, 72, 96, 120, 144 K" 168 KEf#4 12 M % &k O T IRE Z B
stearothermophilus var. calidolactis C-953 % =34 47 vt A 12X v, i
% M. luteus ATCC 9341 ZAWTe A 7 vAICLVHE L (EEER H



H 0.1 pngUMI)/mL, 1y & Ok 0.004 pgUifil)/g X% pgUii)/mL) , 7235, &
ROFAEHL 2 Py ZIRE LT 1Ak e L, BHpR 3 5EHIOWT, IR &3
IRinoTeizd, 6 Mok 1REHEe LToMT LT, F70. BeGIda eI il ik i
5. 9~72 B DXy & | ekt 5 72~168 B4 DX 4y D 2 [N AT T EME L 7=,
FERAR TN LT,
Bt 5. 6 B LIS DOIERIE, W OMRRC BT b IEIE R i s+
DIEEA I DAV, efld G- 96 B4 1213, 2B CERIRARM & 72~ 72, (BIR 29)

K19 BIBILT7EFTVY A 5 A RGRETRE QG OMIE, AR ORI i
EE (ngUf)/g 33 pg(Ufili)/mL)
ek e %I (hr)

A 2 6 24 48 72 96 120 144 168
e | 2.779% [0.071+
iR 1.998 0.082 <0.004 | <0.004 | <0.004 NA NA NA NA
+ =+ +
Ji ik 3.770=510.253+ 10.020+ <0.004 | <0.004 NA NA NA NA

1.743 0.051 0.010
i 24.731* |4.060* [0.009=*
6.673 0.149 0.002

<0.004 | <0.004 NA NA NA NA

0.475+ [0.016=*

A 0243 | 0003 <0.004 | <0.004 | <0.004 NA NA NA NA
+ + ~
pepy | 0490E 10.016=E10.009~ 1 o0, | 004 | NA | NA | NA | NA

0.243 0.009 | <0.004

+ + + ~ ~
SN 16.604* | 0.314* |0.018=* 0.005 0.004 <0.004 | <0.004 | <0.004 NA

10.104 | 0.316 0.008 <0.004 | <0.0042

0.825E |0.081= |0.052%= | 0.019%= |0.007=

PR ] o361 | 0004 | 0010 | 0005 | 0.004n | <0004 | <0:004 | <0.004 | <0.004
; 0.5~
lEbey 75.0 8.2 1.6 0.3 <% | <01 | <01 | <01 | <01

n=3 (JEHOA1)  EERA : I8 0.1 pgUMH/mL, £ DM 0.004 ugUfii)g i3 pgCUif)/mL
NA : 58T a @ 6 RIROFIE CAFHERA SO IR b« 2 BRI EHH

@ 7 BMREOKREHER

5 (A, 33 A, M9 PIFER) 127 EF v ) HKIZ 7 A RIREEES- (50,
250 X% 500 mg(Hfif)kg AT/ H) L7z, Bfddeh0 (QFFH), 1, 2, 3 k104 Bk
\RARR R EE & B, stearothermophilusvar. calidolactis C-953 % ANz /3 A 4 7 v+
ANZEVEE L. (BRHFRA 0.015 ngUhfi)/g) . 7235, SEIROENL 3 Py 2 iRE
LC1akle L, &lER 3 B EHZ YW Tt L7,

fERAF 80 1R LTz,

o5 2 Rz 123 & GREO L OV, MONZ 500 mg(ifi)/kg ASEE/ H %
HREO/NG T ERENBER SN0, Bf&&RS- 1 B#£I121E 500 mg(ff)/kg
RE/ A GEEOED 1 l%brE . 2F TR & e o7-, (ZH30)



# 80 BITBIT LT EFT Y BT HRNRATR G- OMRETIRE  (ug(Uhfil)/g)

NN o) &% B (B)
(mgUfi)/kg EE)| " 0 1 2 3 4

g | 3.425+0.729 <0.015 <0.015 <0.015 <0.015

" 10.243+
ik 3,900 <0.015 <0.015 <0.015 <0.015
50 M | 0.020+0.005 <0.015 <0.015 | <0.015 | <0015
il <0.015 <0.015 <0.015 <0.015 <0.015
/NG <0.015 <0.015 <0.015 <0.015 <0.015

+
Ji Tk 1%%41%_ <0.015 <0.015 <0.015 <0.015

+
=V 43.561+ <0.015 <0.015 <0.015 <0.015

950 26.396

A | 0.0565+0.013 <0.015 <0.015 <0.015 <0.015
i) <0.015 <0.015 <0.015 <0.015 <0.015
/N | <0.015~2.044 <0.015 <0.015 <0.015 <0.015

+
JiT ik 3%%;91* <0.015~0.022 | <0.015 <0.015 <0.015
X ik 144.926 <0.015 <0.015 <0.015 <0.015

500 +45.597
A | 0.302+0.005 <0.015 <0.015 <0.015 <0.015
fghh | <0.015~0.191 <0.015 <0.015 <0.015 <0.015
/B | 5.615+7.067 <0.015 <0.015 <0.015 <0.015

n=3 P& 1:kE L7=) FHFRA : 0.015 ng(ifth)/g

(9) ZEHER (3B, I
B (OB L IR CR), 4 ST EXR VY A 5 Ak ES- L, 5
I 1gLOTEXT VY O ARG EZ&RGHIZ1 B 2 B, #5646 2~5 AIX
1H1E (FEXFTYY & LT~23 mgkg K/ HITAY) 325 L7z, JNEH%54
R O - 4 HIRE CERIELL 72, B 5-5806 2 HO 1 B RO 554G 5 H D 1 4
T0.002ug/lg DT EXT VY VB SHTZ, MOINTRRHE RTREZRFR B I3 A HAL7R
7z (FEVER 67~100%), (M 21)

(10) %BAER (BEfE. <A%ZL\. U O
Bl (Pagrusmajor. 450+45g. 5 EB/MiR) . < A%V (Sebastes schlegell, 470
+55g. 5 RMIS) KOOBD (P olivaceus, 36040 g, 5 E/MfN) (7 EF v
U =Kk RE T BIRTRERRES- (400 mg/kg (RE/ H) L, & 54 DA AR 2 HPLC
(R DPE L. (BRHBRS 10 nglg) . 3B, ZKIR 25°CCHi L7z,
ERAER8LITR LT, (BH12)



# 81 Hffl. < AZTWKOOLDIIBITATEXRT VY =K 7 AMREIRE%D
HRHIRE (nglg)

fofE &P H% HE (B)
1 3 4
il 172+53 17+6 <LLOD
<AZEN 131+43 10£9 <LOD
[ON5Y5) 137+39 12+8 <LOD

n=5 MR (LOD) : 10 ng/g

(11) ZBAER (B, <AZL\. Vo) @
B (P major, 420£35g, 5JB/MiR) . < AZ\ (S schlegeli, 450+40g, 52
[HF5) KOO (Polivaceus, 350+30g. 5 B/ [Z7 XY v =Ky
Z 7 HFREES G (400 mg/kg (RHE/H) L. $5% DM R HREE 2 B G2 e
1% (solid-phase fluorescence immunoassay-based test) (2L D HIE L7z (BRHEFRSA
10 ng/g A1) . #ERIF, /KiR 25°C TR L7z,
ERER 82T LT, (B 12)

# 82 Eff], <K AFWVWKROOLDIZRBITATEXL VY =KW 7 ARREER %D
AR (nglg)

fofE Rersde % H ¥ (B)
1 3 4
LA 96.2+2.3 13.6+0.5 <LOD
<AZEN 84.1+2.0 10.0£0.4 <LOD
[035Y:2) 84.3+2.1 12.6+0.5 <LOD

n=5 MRS (LOD) : 10 ng/g A

(12) ZREBHER Guhi)

SNE] (T blochii, BASA) (27 Ex% vV v =K% HIEfE 0 B 5- (40 mg/kg
fREH) WiX5 HMREO#ES (40 mgkg RE/H) L, 5% O, Bk 05 $
TEXVUY VEES HPLC K D IE L7 (MHFRA 40 ng/g) .

Fe 51 BRI IR EDS R BRI & 72 0 | 65 3 BT INTE & OVE g
TREEDSRRHBRAAR G & 7o o7z, (B 12)

(13) HREHER (dOLEIER)

LN & 1d72 (Epinephelus malabaricus, 285+15g, 5 JB/MFS) ([ZT7EF )
=KFA 5 HIERR DS (20 X% 40 mgkg (AH/H) L., HEHOBRAT7EXRS
VU VRS HPLC IZX W HIE L7z (EEFRS 100 ng/g, MRS 40 nglg), 7k
%, 7KIE 18 £0.8°CTHf L 7=,

20 mg/kg RE/ A FGREO TR TIR L, otk 5- 24 RFHIT2121% 220 nglg £ 720 |
Bl b 48 R IIXE BRI & 72 o7,

40 mg/kg IRE/ A FEREO A TR L, i 5- 48 WFfH]#2121% 150 nglg £ 720 |
B T2 R I IR AR & 7o e, (B 12)



(14) BRERER AV F/1\R)

A2 FIA (Micropterus salmoides, 230+10g, 6 B/RiR) ICT7EXFT TV
=KF A 5 AR NE (20 XX 40 mg/kg (RHE/R) L, EHHOFHNT T EX
U REA HPLC IS L W lE L7e (ERIRA 100 nglg). BRI, /KR 18+0.8°C
THH L7z,

By 3 HizIZIE, ERRR & o7, (B 12)

(15) BREHRER (KBEFST)

RVEFES T (BEORW) 27 EX U =K% 4 AR A S (80 mg/kg (&
H/H) L, BEGBROFBATTEF Y R ZBERERETAC LV RE L. (B
HIFRA 5 nglg), #URIT, KiE 18°CTHENE L7,

&G 12 RRRIIIRHIRIURT & o7z, (B 12)

(16) BEHER (GFI) O
72 FT (KE 0.5~1.0kg, 5 B/MiS) (27X &2 Ey b AV CHERE
O#5 (110 mgkg (K8E) L7, #5472 Bk £ cadkdygss 2 HPLC 12 X 0 HlE
L7z (EEFRS 1.2 nglg),
TR AFR 83 IR LT,
TEXR VY TG 24 B £ TIOESCMITED L, £ OREEL 10 nglg K
Elpolz, Bh T2 REEIRICITEERARM & o7, (B 4)

83 ZREFITBITAHTEFVYVY VHEERROKGHOAETIEE (ng/g)

L% (hr)
6 24 48 72
S 64.2, 50.6, 60.5, <1.2,7.3, 3.7, <1.2,1.4,6.9,
R 40.0, 297 7.0,7.9 2.8,1.9 <126)

n=5 E&ER : 1.2ng/g

(17) BBHAR (GFET) @
RET (BEARW) 7 BRIV KR E BRI 0% S- (110 mg/kg (K
H) L, GBS EHRDTEF LU VEELZ LCMSMS ICEVHIELE (8
RS 1.2 nglg), #ABRIE, KR 27.5+1.4°CCTHEfE L7,
FERRTRIE 1, $5 72 BRI ERIBRR & fro Tz, (B 12)

(18) HEHER (Vo) O
OB (10 BEEE) 17XV U =K% 7 AR 51 538 % 2 31
BRER L7=, 5 1Bl &5-E1L 40 mg/ke AHE/HTHY . /KikiX 13.4~15.6C
Tholz, & 2RBRTIL, 58T 80 mgke (AHE/H THY ., /KiElE 16.8~21.4CT
boTz, FREEEIIHPLC LV HIE L (EERAR 7nglg),
B 1 KO 2RBRICEBT DG 1 BROFRBEREIL, 2121 189160 K1 89



+34 nglg ThoTo, FREEEIL F13BRL 0 E 2 B TR P L7eh, KD
mnoTmEEZ B,

51 RBR ClIRE S 20 BZIZIT 9 RIS ERERBAAM & 720 . 5 2 3BR Tl
Fe 513 BRRICII2BINE &R AN & 72 o7, (B 12)

(19) %BHER (Vo) @

OB (BEARH) (27X v ) o MU U AZHERBEIFHRANES (40 3T 400
mg/kg (AHE) L. fHANIEEZ LC-MS/MS ([C X HIE Lz (ERRA 7.1ng/g), &
BRIZ. /KIR 22+ 1°CCTHEME L=,

40 mg/kg REH GREORAIR G- 7 B OFRREIEEIL 11.3+6.4ng/g TH 72, 400
mg/kg REHGREOREK G 12 AR ORRIREIL 14.2£3.5 nglg ThoTo, (B
12)

(20) BEHER (Vo) B
OB (BERH) (27Ex U o M) oakz 7 BREGANES (37.5 mg/kg
RE/H) L, B5%OBRZEIGORMTEHAFREL HPLC ICXVHIELE (F
HRS 40 nglg) . ABRIT, KR 28+=1°CTHEM L7,
FERAR 84N LT, &R 12)

#Z84 ULMIZBITATEXT Y v 7 HEMANEG% DA EHRNIRE (ng/g)
Fok e 5% A (R)

1 2 7 14

Vi3 17,100 4,700 300 <LOQ?

n 0~ EERFLOQ) : 40 ng/g

a: 2 TIE<, ZL<OBIN<LOQ Th-oT,

P

(2 1) REHRBR OB
DIV EAE FER, BEARR) I2T7EXT U oF U A E HER RN RS
(40 I 400 mg/kg RE) L. #EZOHRNEEZ LC-MS/MS (2L Y flE LT
(FRHAFRS 0.005 nglg), #BRIT, /AKIR 2223 C Tl L 7=,

40 mg/kg REHLGHETIL, kb 2 BEOIRETX 23.3+14.1nglg ThoTo, i
5 5 HZIZIE 10 Bl 1 Bl T B2 ) AR S, Z ORI 0.21 nglg
ThoTz,

400 mg/kg (RES GRETIE, B 5 HIROREEIE 10 i 3 Bl DFEPREEDS 50
ng/g ZHAZ TN IR G- 7T BRI DREZB 2T b O30 -7-, (B 12)

3. Bi=zEMHER
(1) ZEXIDY VDEGEHE
TEX VU U OBLEMEIZ BT A EFED in vitro i RS R A 85 (TR LT2,



#* 85

TEX V) OB s RS R

AR POE & AR Z R
mvitro | BIRISRNERGA Salmonella 50, 150, 500, =33 5
B typhimurium 1,500, 5,000
(BEr) 2 TA98, TA100, TA1535, | pg/mL (+S9)
TA1537
FEscherichia coli 'WP2
uvrA
2 A v F-NE | & b AGS #iifa 1~10 mM Btk 2, 31
T oA t h NB4 #ifig 5 mM (38
Fr A =—ANNHDAX— | 5mM fe
CHO-K1 U UV24 i
T Ay M7 v | b MRIEMY 8K 1~5 mM Bott: 2, 32
A (5 mM)
Helicobacter pylori &% | 1~5 mM WTILH
H L<IIFFEGLE Bk Bt
TSR (5 mM)
DNA [ER0IHr | Bl pUC19 77 A3 K | 5 mMd =i 2. 32
R DNA
DNA &155788% | Bacillus subtilis 0.00125. ek 5
H17 Rect, M45 Rec 0.0025, 0.005,
0.01, 0.02
ng/disk (=S9)
B. subtilis 0.4, 2, 10, 50 =35 8
H17 Rect, M45 Rec ug/disk
IR YL o R | B RRAEIM Y 2/ NER 400, 600, (=X 2, 33
AR 800, 1,000
ng/mL (=S9)
Yua (KB | B BORRYIM Y > SER 400, 600, 2
i 800, 1,000
ug/mL (+=S9)
/IR b NRREIMm Y o SER 400, 600, e
800, 1,000
ng/mL (+=S89)

o

EEORBRTIEE BRI A U aX— g VBRI E AREL b L— MZERB L

T E&EZBND,

DR A PR LB R TR L TN

: 5 mM LA N COAHEFERENH -7,
B2 TIE 1~ mM EREEH I TWAN, 2R 31 Tl s mM LitE TV 3,

(2) FEFRVVIURVBY ST UBH Y D LIDREFIDEGEME

Sey—
FEL XL

KENT 5, Ay 8T vl A O

TEXLVVI RO ZT7 T U8 ) U LAOREA] (2:1) O in vivo D/MEERER
K OMBEM B ERER S A 2 86 IR LT,

9 ST DY T AIHOWTCIE, [1. 72508,




386 TEXVVIUKOWI TTTUMH ) U LAOEEA] (2:1) OifnmEtEE R
AR PO H& AEER ZH
mvivo | /MEEAER ~ U A B 0. 2,250, 4,500, Ra 5
9,000 mg/kg K& (7
FXRLY L LELTO,
1,500, 3,000, 6,000
mg/kg AH)
HA[RIRE O 5-
BEMEgE | ~ 7 A (ICR %) 0. 1,500, 4,500 e 5
Br mg/kg (AH (7 EFT
Lo,
1,000, 3,000 mg/kg A
)
HAR[RE O 5

TEXT VY UL, In vitro OFNE & W= 1EIRZ9RE FaRBR K& O DNA {18588
NTHEFS MG 2 AT R YL 0 50 RS AR, o A BRI M OV IMZaliR T2t T d
Slzy AA Y 8T v A Tldm AR T DNA BENA LN, ZiuE 4 FFELINIC
BEEINTED , DNA ZEEUW T 2EH AL ed o7 2 £ DNA HBIEIE
PERERFROEAEIC L DN REETH L LB bz, B 2)

TEXTVY CBMO in vivo BERITFEE STV, TEXFI VY VRN T
7T UBEH Y T AOELERE W~ T AT D/ MERRER M OV BT RER Tld &
HIZEEHETH T,

PLbEns, BREERERT, 72XV VU AUIERICE - THERIBE L 72 585
FMEITR N EE X T,

4. 2MEEMHER
VA, Ty b, UPEROS XEZANET T OO, BEEN K O
Gz X ot mttiE R AR 87T IR LT,



£ 87 TEXIVUVY OAMTEMERER L R
2R
BtE | s Do (mglke (KD R
i 1k
>5,000 FECf, EEEJRER L, 2
e Sl L, —iltEosEr, M| 5. 8
>25000 | >25,000 o Zeat
PHER. HEEN, %5 2~3 HRICE 5. 8
o 95, SEL. WRBAIREREIE O
FERZEN 6,410 3,590 |4, HHMlaoZEfu ., 7 v 8—
RO, BAER, RS L
FZ D72,
B L, —imtEosaEk, FHm 5. 8
BT >2.000 >2,000 T
>5,000 e, mEIRERR L, 2
g >5,500 >8,200 |EMEIRMEZ R L, 2
>15,000 | >15,000 |FECHIZ2 L, HFRDZER L, 5. 8
Sk PEE. BREN, &5 2~3 HiZlO= 5. 8
" 99, T, AFaoZelalk, 7 v
BN 1 3750 | 2870 1< e ik, ik, SRANE
RSP
s >8,000 >8000 [JELHIZ: L, iR ZEufb, 5. 8
. . FEHZR L, —iErEOBEROILT 5, 8
AUAES wa >12,500 >12,500 O
A X i >20,000 |#%5 1~3 FFE% I E ) -, 2

5. BmRMEEESER

(1) 21 BEEMSEERER (Tv b O<SEEH0>

Z v kb (SD %, MEHES 10 IYEE) 27 EXR T2 A& 21 ARBRFROESE (0 X

13 500 mg/kg RE/H) L7z, sHRBRZIFRIEHIOA 2855 LT,
FCHNIAGIT, BEE, REEOMEREEINEICIHE R EIT A O NR o T,

MARFHIA M ORI D/ T A —Z — TR OE NI A DI, BB L 58

BLEZ DR T,

MIEAACFHIRE Tlt, EGHEOMET Ca WEEIZRLS . Alb AMEMNT ER LT,

fifas R Tl BGHE TR & OFEXTE EME) > 72 ([ p<0.001, M :
p<0.05),

AR K OV EEAR R R A ClI B G B L 72 S 1 XA o 7z,

JECFA 1%, A#&BrD NOAEL 1%, Me—DH&ETH 5 500 mgkg (AH/H L& % 7-,

(MR 2)

(2) 21 BEE2MENEER (Sv ) Q<SEEH 1>
v b (SD %A, MERER 10 PL/RE) 1T EXT U % 21 HiEMER O # 5. (0 X

10 WEsPE OREN 1 HETH L2 b, BEERE L,
1 YEEREOREN 1 HETHDL Z b, BEERE L,



13500 mg/kg RE/H) L7z, xHREHZIFIRIEHIOAZ 35 LTz,

BRI P GR35 (FERE) 233EC L7zis, fhogREm ORREIZ R
HCholz,

R, IR, PRI, A LA & QYRR ISR 512 K D522 3
BRI T,

JREHRE TR A Tl B GHEOMECITIROEDZ2RENAED - T3, Rty
WA EZEIT A LN Do,

JECFA 1%, AR NOAEL %, Me—DH&ETH D 500 mglkg (KHE/H L& 277,

(B 2)

(3) 1hAMERMEEHE (S )

7w & (Wistar 5&, 5 @flin, HEMES 10 DU/ GHE, 45 15 DL/XIRREE) 17 EF v
U & 1 o HEsEHRE O S (0. 0.4, 0.9, 1.9 XX 4.0 ghkg KE/H) L7z,

BT ALIT, —MeIREETIE, 1.9 glkg IREE/ B LA G CHRE/E 2322 B
T-DIH T o7,

RELR OIS, FHIZX DI A LN,

FOKE M OVREL, FEMBRICEEIN L72s, S E o— )2 KB 5
HYBIRREI TN 92 “IRIE(L & B 2 bz,

MIRFHIRAT, MIRAA AR K QYRR A T, 52 X DB A Bk -
72,

FIRRCIE, BESRRCRW T, HEMBENICEIBOM A DT, e E = Tl
EGEENEIN L -UADOBT A Lo T,

JRERARRR AR ClX, EIBREOIEE L L OO 22 Ze 3 - DAL= D3, Al
DFREFEE NI D2 D o 1o, T DIED, PR DA a0 A=, iF
B2 31T 2/ NEEREL DM OREFE ORERGILE . B2 31T 2 [RISMED IRMIE - F O -
IVE, ZERUEER AR LI, BICRT 22 b2 REBIIC L AN T-T20, &
BIZ R BETIIhWEEB 2B, (BE5, 8)

BN EERERT, BRIV TR LN ZUITPEEE 085 X 2 5N
%@w@;ﬁDEMT%@ F oSO BOF R BE T2 &, BIEFNER

22 LW L &I L. ARBRICISIT 5 NOAEL (35 & D 4.0 glkg (AH/H &%
2T

(4) 6 NAMERHSHESRE (Sv M)

7w b (Wistar &, 5 Wi, MEAES 13 LRG58, 45 15 DU/xREE) (o7
U % 6 0] ik 0¥ (0. 0.4, 0.9, 1.9 XX 4.0gkg (KH/A) Uiz, &REHE
TR 3 VBT DWW TR G4 1 D H RO RIE IR 2-5% ) 7=,

BTSN, —IRRETIE, 1.9 g/kg (AE/ B LA B3 58 CHUBMER 237 53
T=DHTHoT,

REK OIS, S LI A NIRRT,
ﬁm%i&ﬁﬁ®%%k%_%gm%%w%mﬁﬁi%%M@mﬁﬁghkﬁ\



BRI & [EHEME R 2R L7z,
IR AIRRA , MR A E AR R QSRR S I G L D523 Do T,
BCIE, &5 3 HRLIE, BN HEFBERIC A BT,
lggr R TlE, WA & & ORE K OFE RS I EARBIRI S L7,
TREERRE O Tl BREOIEE L, PROAREILORE AR S oo, o
INBESSROPED RN, BRIFVE TR DIRME LR DZERU LS O 787 IR A B
NIz, BIHEOELEZRRESABEC b AN, (B 5, 8)
B ZeEERT. B TH LI ZGTHEMEE OG- X 2 NPl & D28
I EOBMTHY , ToWEEOBIHORRMEALZET D L, B FRIERICZL
W L & L. AREBRICISIT 5 NOAEL 13 m HED 4.0 gkg RH/H B 272,

(5) 26 BMFEMEURAR (TY M)

Z v~ (SD s/, WEHER 25 DU/RE) (27X % 26 HREESIRE &5 (0,
200, 500 XI% 2,000 mg/kg (AE/H, 6 HAEEKSE) Uiz, #EBILA 13 B IS REME
HEAS 10 DA PRI A I U7, S8R TR (5 26 181%) (2580 ORE 2 HIRIZ
fitL7=,

WIS i, RIS 252 L LT, 2,000 mg/kg K5/ H &G EEOMEECTEIHD
HEE DR T DI T o Tz, BEGHEOME TR & OFExt RS A
IZEAECH - 7203, HECIIARSITER.Y 500 mg/kg R/ H LI EERGRETRU LT,
2,000 mg/kg IARTE/ H % GHEOHE TR E &2 Uie, JRPBHRR IR (7
U a—7 O AiEaite,) ([CRGICBRE LB IR Lo To, Lizn-> T, fF
KO EBEICBIT AZBMIRGIZ LD b O T RWEE 2 Bz,

e 54 Ol ORI IR 2 bIT A B iR - T2, 2,000 mg/kg (AH/H
Be GREOIECHAROFERT B EAMENTHEIN L7223 HETIE 2 OB ki A b7~ 7z,
JHIgOREE L N7 ) 2 —57 v OGRS L DB IFBIEE ST, MR,
MIRAEA LIRS e OSRFRASI ZJ5e G-I 2 B U 7= B kI3 A B R o Tz,

JECFA I%, AR NOAEL 1%, ARBROFmHED 2,000 mg/kg (KH/H &% %
7=, (BP2)

RWEEFRERX, BEOEIIIEMEE OB G X 5 IR OB LE S
ZAETHY , FomFEEOEHORRMEEZEZEST L L, BEFERICZ LVWEE
T L, ARERIZIIT 5 NOAEL |3 A& 2,000 mg/kg (KH/H & & % 72,

(6) 4 BMFEAMSEERR (1) <SEEH12>
Fa (FFEARBH, MERESS 2 DURE) ST EX U =K (7 40— M)
Z 4 WO #E (0. 100, 300 X% 500 mg/lt/H. 5 HAEKS) Lz,
500 mg/ H B 5-BEDIECTIRMAE ORFE O A DT ns, MECIXBTE L7
HOINT, ZOREIBEFNEROLNL DO LB Z B, MicGIZ X D8 T
IR T,

12 FERICHWE O MER R TH Y | Fiz, HEEWED DR L, ZEERE LT,



JECFA %, ARBRIZHIT 5 NOAEL 13k E HE TH S 500 mg/IL/ H T, BB
BEOREDIAE 3.36 kg (ZHD& 149 mg/kg (KEH/H L& 2 7=, (B 2)

(7) 14 HEESMEHRR (1 X) <SBEHB>
A X (B —7)VfE, MEER 1P0) (I27 X% U % 14 HRERO&RS- (250 mgkg
KE/H, ET7F L D7V THE) L
PR T EEOFIR M OYRERAHAR RO Cld, AR bixA Lo Tz, #E
2D EZEZBNDEFEIIH NIRRT,
JECFA (X, ARBRIZEIT 5 NOEL [3M—DHETH 5 250 mgkg KE/H &5 2
7=, (BZH2)

(8) 6 hAMEZMSMHER (1 X)

A X (E—Z)VHE, MEES 6 PUEE) 127XV ) % 6 AR O#&S (200,
500 X1 2,000 mglkg (KE/H, BT F 7w TRE) Uiz, &5E4 3 A%
BAEMERES 3 Vo R U7e, BRI TIRHZER D OB FEERER: 3 DCA-SIfR It
L7

B HHIRIHICIECBNT A B o T,

—ERAETIE, 2,000 mg/kg AT/ H &% 58 TR GEZ XTI G 1~4 R ICEH:
WERHNZ I BTz, 500 mglkg (RE/H UL F&REGRET, JREAMEN HEFMBEMIC, 2o
HBfat 3 HMIZBIEE ST,

REEIE, STHREEIC LR 2,000 mgrkg (RH B 5 5HE THAMNHI 2 Btz (0~13
p<0.01., 13~26 i p<0.05),

HRRAE O T, 500 mg/kg (RE/ H LA B GE CRROFEXRT BRI L7223,
JRERARRR AR CII R G L A BF 1T A BN o T,

AR T (%56 20H1%) Ti. 2,000 mg/kg AE/ H #5-8E CHPIEO R E &)
HIN LU 7o, BRI ORER, BEIZ L DETIA RS T,

JECFA %, 2,000 mg/kg AR5/ H 558 CRIZE S U= AREHINBNH]I X, %Ez%‘ff@’%f D
PUETEMEIC K 0 AE U BN EOEBNCER T 2 TEEN S 5 B 2, ARBRICE

i} %5 NOAEL I35 & D 2,000 mg/kg AE/H LR E LT, (B 2)

B EERERT, 2,000 mgkg ﬁ@/ H & 548 TH Ehtﬁ@@tﬁﬂbuﬁﬂﬁﬁu IPiEEtE
WE DG X DGR EOEENC X D58 LB 2 | ABRIZHIT 5 NOAEL 13
E RO 2,000 mg/kg (E/H & %zto

6. EMHBERUREISAMRKER
TR PRI K OV 8 AMERRBRI T IEHE S AL TR,
N S ORI O 1 b TARC (EERSAMIIERERT) . NIEHS CKEE 7 EREE
BERVEIIZOITE) ) TR R, 7BV L OFR A A 3R M OSR X
NIRRT, (B 2)

B WERMEOHEN 1 HETHD Z b, BEERE LT,



F2. b FEEDLROBREICBIT AT TRV VORWEARENS, TEXY
U O &N AMEOBIEMEIZ DD TR STV, F2, T b EFAVE
26 [ E SRR 5. GNCBNTH, ERAMZ RS T 52 (B, AilEE
PEIREDOINE) XA benoTz, DO BB EOT — & B8 LT-hE
F. JECFA 1T, 7EXF VU VNIRRT 2EEOIZE L~V T, b MZ
RNAMZET D EITB I W el Tz, (S 34)

iz eRZEB 2%, JECFA Ofth %@7/F%ﬁmt6#ﬂﬁﬁ%$ﬂ PERER 1T
5. WNZBWTHIEE, BIlEEHRASENA LI -T2 & R OSEEE RS R 2
EREUTRER, 7EX VU IRPAMEEET L L1TE T DS LT,

7. HEERASMEHER
(1) &hEsEER (v X)
~ A (ICR %, 10 s, 20 VLR OFR 7~13 HIZTEX T U U 258iilfE 0
Be5- (0, 0.4, 1.3 XUT4.0gkg KE/H) L7z, 4R 18 HICHKRE 15 VCEBHIE L, 45
RIS AR IR OBE IR « IREE TR~ Tz, BRI DWWk, A FRIAE, K
EROREI NN, A, BAREREICOW TN, 780 OFHE 5 PCIx H R0
éﬁ\%ﬁﬁ\%ﬁ\%ﬁﬁ@%ﬁﬂﬁ\%ﬁ-ﬁﬁ%®@E\GE%ﬁmﬁﬁéi
s mEOWE, XU L D BEARAES 2 FEhi L7,
REW it BE5ICK %@iﬁ%ntﬂoto
FRVECIE. 1.8 glkg (RE/ H 5L TR LD A Haivizny, FEAREIME 2
ODNTEREICLD LD EEZZ DN oTo, FFRROREEITHRGIZ L DI IA L
Wiginolz, 1.3 glkg (RH/ A58 CHMER OIERA RO, BHERE DI H3 7~
DAV, HEMHEBEMEIEA LT, BHIZL DB L THR I NIRRT,
Fio, WEZ B RGICE BT A LN oTz, (B, 8)
BWEEZERIT, t@% eV B OB P 5\ LR 9~ 2 583 D ALIR > o
e Z Lo b HEW) B IR A OREMIZ T 5 NOAEL 12 it =D 4.0 glkg
KE/H && xT-, ATt iif BRI T,

(2) &HEEHEER (Sy k) O
7 v & (SD %, M 11 DT OME 22 PU/EF) (27 EF v U amfilfe n&E (0,
mQWiMOmyg%$m)Lﬁoﬁﬁiu%ﬂima%m%\mﬁﬁg1m%m
SEARA L. FRBRMAIRT 208 U CIEME L7=, 105 HipiFCEi 242k L7, iR 13 HiZ
FREOME 10 ICA MR LT, 750 OREMIT AR S, Z0% 2 FIH O % S
. R 20 HICHEUIBI L, Ml L7-,
BlEMW CIX, BeGREORECE G2 B U 7= (REHEIIENHI 3 2 S 7203, MECIEA S
h@#ot WIEAZECA O ClE, 500 mg/kg REE/ H £ 5RECTEAE B Lz,
DT 2 MIREAZITIT A BT, B HREOB IR K O REUZ DU T BREE
&ﬁﬁ%m&%ﬁﬁ%m&ﬂot_ewg\ﬂ@%m&m e Ez b, B
B B 1A DI o T2, FIRIASEL L OV 2 [RIASHE 4 DOl 7 I8\ VT, BlEh M
OZOWEEMWNC, B58E L SIRBER CEITA DR Do T2,



JECFA I%, ARBRIZHIT 5 NOAEL 1X, HmHED 500 mgkg (K#/H && 272,
(& 2)

B ZEEESE, HEEW CIREIIIH A O3, X0 mHETRW G
Mo 5 26 HFHAMEFMERERIL 5. G)] TIXFREROZITFRDH HILTNRNT &
K OVBFERET N BN T IR o T2 Z LD BE, I8 - IR OB %
% NOAEL W ONCASERE IR+ % NOAEL 13\ 4% 500 mg/kg REH/H & &%
77

(3) &hEEMHER (Sv k) @

Z v b (Wistar 5%, 12 #5, 20 VL/EE) OEFHE 7~13 HIZT7TEX vV v & illiRk
A5 (0, 0.4, 1.3 XiX 4.0 ghkg KE/H) L7, R 20 BIZEHE 15 PEOEREL,
AR IRE L OBE TR IR « A~ T, IRIBICOWTIE, AfERIEORE, KE&
VREIONCH TR, IS VBB IOV T, 750 OKFE 5 PLIERS IR S
VR, BE. BGOSR 1TE) - HEEEORAE, 6 BRI 51 E
IEZREEOWE, XFU K DB Z I LTz,

NI T, KRG CHREIPIIHEIA A HALTZA3, RREEOLTIRFIIORED K
ol Z Itk E2THDL B BN,

FRIECTH, BHICK BT LN - T, SREGEECRAETEROEINAA B
e, BEIZ L DB LIRS o1z,

Fro, WIS, BEICL BT H bRl (BH]5 8)

BN ZELZEST, HEW., RIELK SR G X DT A LR T2 2
EG . BEW. RIR R ONREM D NOAEL (3 FhEhm AED 4.0 glkg (A&
H/H BRI, WAL DRI T,

(4) &£hEsHEHER (v k) @

Z vk (SD %, 20 VYL OE 15 B OMfFL 21 HE TTEX v U % 3|
OG- (0, 200 X% 500 mgkg (KE/H) L7z, oitkicix, 2RO 0K
HAWHE LT,

REM O—RRE, (RERN, AR, R O AR Z 381 2 B O R E
B DHWTEDIREICR B L DRI A Do T, BEREO EEW O A% O
ISR L © BIFChH 7=, HAERFORERHIE, 0. 200 %500 mg/kg &
H/ HESRECTENEI 115, 10.3 LON9.6 I TH Y | FHEIRIFIEITIEN 2B H3 A 5
Nz, UL, SEEOSERBICZEIA DN -T2, RIEREOE NIEREDE
WZED D EEBZ LN, PEFITERRICEMG LT GER 15 H) 729, BHIZXD
B LITEZ SRR Tz,

JECFA 1%, ARBRICIIT 2 EEM L AR ORMEICEIT 5 NOAEL 1%, HE
2D 500 mglkg (KE/H & & & 7=, (B 2)

MmZERERL, BGICX2BENRL LN >T2Z D, RE Lk NEE
(2% % NOAEL | Z#h e mMED 500 mgkg (KEH/H L& % 7,



(5) HESMHHER (TOUX)

<17 A (CD1 . 20 VL/RE) OWFRE 6~15 BIZT XV & ifiliRt 05 (0,
200, 500 X1 2,000 mg/kg RE/H) L7z, iR 17 B OB L, IR, ZEAF
R VEEO OV DI AR EE IOV T,

REWClE, REROMHRRICEGIZ X DT A ONT, SRR OO 25 4
FHIVIR NS T,

RIRBIZE T, ANRFTE, WIRK OB 8 2 WNTER ORI TR G L D2
XA BT, 0, 200, 500 K TX 2,000 mg/kg {iﬁlﬁﬁfrﬂiélk‘ﬁéﬂé‘ﬁﬁlﬁté
X2 4.8%, 13.9%. 15.2% KN 13.0% TV . XIRREE Ll L CHEZENA D
FUTZD3, 2B OB X RS AR N O o7 — & OFIFN (8.8~14.3%. ) 7.9%)
ThV ., RIBECRICHEMBEEL AL RD T2,

JECFA 1T, ARBROFEFRENIZ- XD L7y (equivocal) Z EMnD, w7 AIZRIT
%34 MED NOAEL T ETE 20 E LT 5, (B 2)

BN ZEEARE, BHGHORIFCRICHEREINN A G0, HEFEBENE
HONIRNT & FT, RBRE I LR 01T — X O#PHNOE L L RiHE S
TWAHZ Enn, JECFA OHIKi2BR L, ARBRO NOAEL |54 E CTE 2 & X
77

(6) HRESHHR (Sy M)

Z vk (SD %, 20 VU/#f) O 6~15 HIZT7 X2 25k nis (0.
200, 500 XI% 2,000 mg/kg R/ H) L7z, iR 20 B, B8, WIS N AR
TERE IR OV D BT OV T,

BEGHCIBNT, —fieRER, JECER, HIRE, FIRAEC, [FERE. —Eok
IRIREE, AR, PIBN OVE R 2L NS B B DR BIRITEIT A B o T,
500 mg/kg AR/ H LA F&RERECIE, &M F%E’J (ZHE VAR DN I ST,

JECFA 1%, A3BRiZ351F 5 NOEL 1%, HsHED 2,000 mg/kg K&/ H &5 2 72,

(&M 2)

R ZEZERF, RIBKREOHEMN A SN, EHl T A —& —IZB512
RN < 1&'%%%5%2{1[:9:%& 2X4, BRI %ﬁ%i.“ (X720 &R L 7= 2 9:75 5. l
B K OMRIRICHRT 5 NOAEL (3£ Eiumm =D 2,000 mgkg (KH/H L& % 72,
VTR A N2 o T,

8. ERMIHITHHERE
(1) Bl~DEE

EMIBWT, TEF VY CEBEMXIY 77T VB E R L TR DRS- LT-5
A wEINTY \ZD%%QHQE‘/]%@ BIGA~OEZE T TRL OEETH 5, HEROIE
AT T2 354 £ D/NRIZET DI EA(LRER CIX, 164 L4 D/NEBRTEF Y &
& T T T BROREH (77{—% VU T T T UM 90/6.4 mglkg REE) Be5RE
Thole, ZOHT, THIN 17.5%, NEHDS 5.8%, BLeDZEN 6.4%, HEE/RNZEMN
1% D/NRIZH BT,



TEX VY R OMOBTEFE & 5/ N O SR B OIRFRICEST 5 2 DD A
TIT AV L Ea—ICBWT, RRICEE L-AEFERE LT, TH, BEROE
HH BN E 72> TS,

TEXIVI UOXIT o) vEREINTNETIE, MRHER LI/NER TS
TAREELD 5%%< . WL ODDORBRTIE 14%DEIE TH -7, BIORBRTIX, 7%
XU KON TT T UEBEOEARIZ R G- SNTCEE TR, 7oA~ A VU B R
HBINBE LD H 18%%< Tz R LT, /NEEZETIRIEALEERRER O Tk
TEXTVY RN TT T CEBEORAE R ARG ST BE TIE 20~33%D FHRIO
FIERNHE SN2, I TETCONTWAAIROREAR T EF L U RO F7
7 UBOBLEAIITT EX VY U EBRE STV AIGE A DOZENEIN 6 XT 5%
N FRIETIE LTz, (B 2)

(2) 7L URUERERG
NRUVNR=V ) PAPTEDEEOMIFIIR L TTEF T URRESERT
e, HEMET LV SRR T e A Z X iEEERERIC X o T in vitro TRE
iz, =V ) MO N ERGE L2 ORI G, TEX TV UK
HRBEITREICHN OGN R= Y U ThD Z ENERSILTND, b, KEY
Uy 7T ARNUIEARNRISETT EX T2 U AR RTEBE O 80%IE~<1 UL
RV Y BB ER L, HWOSAE bR TH T2, Flo, TEX VY PR
EH: (amoxicillin determinants) (252 RIHERE 1L, N D=2 U AT
BRI HEERE KD IO REHE T S Z L AR ENTWV A, HIME A TR, XU
N=v ANV T A TP URRERDIEEY) (RN =0 ) RO U
NR=nfg) ICEEATRTEED 60% T, 54E% b RERRIEESETH o2, L

MWL, TEXT VY CORIIHEZ R T 2HERE 1L 5 LI ERER Clalis L7,
(&M 2)

BEBIC BT D EEICDED T EX VY L OJRERME I bbb 5, A
FOTEX TV VR ORISR T 5N IR E STy, L,
BAESHIZE MZBW L, DEOTEF VU RO BENZSHET LILY
—IENBIERZ ZND T EREINTWS, (B 2)

TEXTVVY URORCONANR=D ) CEGDMOR=2 ) VFHEDT LLF—D
AIHEMEZ LEEE L 72 SRS STy, L, BREMTIESH 505, N P=
LR LT, TEXT VY T invitro KON invivo DT T, B NG 2:0)
{EFRISSEEDMRINT T o Th D NI BT U ARH D, HEIEZ TIN5
B-7 7 X DRBTEMEME DT L LX —3 BRI AW B D IR, :ﬂfo%ﬁﬂ@m
KEYIRT LV o DRREMEDIEIR L L THEZ BILD NS LIV, @ DERRIZI T
DT EFRTVY DT LX— R CHEAT DRI, —IIC, N PeR=
U (AT PR ERL DRSO —E : part of the minor determinant
mixture) ? 2,500 5 TH25 (K 88), (B 2)



# 88 BT 7 X LRIIENMEE DG T v 7 R OB OSBRI I8 1T D HELER

INT T &
RUDNR=aA v 5105 mM/L
~ A TR PUFIREFEDIRE W) 2x 102 mM/L
TEFRLUY 20~25 mg/mL (51.7 mM/L)
VA% 20~25 mg/mL (54 mM/L)
t7ra ARy 1~2 mg/mL

NV VHORE T LV IS AR, REE KR OV OGRS

2R LTS, REIR KR O ORI, &/Aﬁ 507 X/ H, KEEE, AV
74 REELIHEREE L, T T Ul RS S, Ll ZTIH DRSO
BEOBEEREDONA FT XA Z BV T 13 K< K 2% EHEE STV D, £,
B ONR= ) VEEIC L > T RBABYESNIZ L W) e T U R T oz b
TLHELHD, (B 35)

JECFA TiE, BEICRINAR=V ) U EORCDONR= ) v a b A DR
PRI R ETE L. 7 LA =R D=2 U VR ORI B
WEERTH D EiEamftiT 7z, 5 36 FSE TR, BN bORyIN_=2T o
BRUISEAMICARERIRD D72 < L, W358 b BUEEY & LT 30 ng/ AR &
T5HZ EERE N, KD DRITIUE, RV AT DR O
VMBS DFAED ) A7 TN SWEEB X BTz, N=v ) O £
BOWTTEXRTV VI ERVUNR=V Y VIEIRZERIMETH L Z &, 0, BIES
Nl MZBWTAOBEOTEXF VU U COROIF< R L VIBBUEZ 5 92 &
25, JECFA 1F, BEICHRTE LIy on=21 O 30 ng/ \DOIERKIFREILT
EXTVYCHLBEATRETHL EB T, (BR2)

BMEEEERIL. T VX —FRMECONT, LT LB E T,

NV ) ATBES - MZBWTE, JLHFOR=2 U U oEN 3 pg iz k- ¢,
— BRI DR ARIER 2R LT L OWERH 5, (B 36)

LLRN S, XU ) VRN L AT LA —F5RIL, 77T Ulke OFEH
ZhrE . UANZHAME T LTS, ZORKITHM TIZRWS, EREE LTHNS
NIRRT EEN TRy a Bk 2 AT 5 R s s B
IZE S T2 Z L ICBET 5 & STV b,

BEOR= ) BN KD T L= SRR,

ZOEWNE, KETY v 7R BRIC L D END BRI NS, BT, YXTTFRE
T U AR—Z =T KD FIEOBRRAIN, DFE V| AHHEE TRIN SN2
LTk, BHE L ToHUREMENEE XD L HTE D,

FRO LT, TEFT UV URIURTF R R T U RAR—F—T Ko TR
IWNEHD D, A OV IR S AU, 72, KRR ORE O # X

B L OREWE. REAFEERHTIIMRG AR S AT XA T e U T g 2R LR



SOWIUIERNEZE 2 Hivd,

L7eio T, B DERUI > TRV IAEN D BEIC L > TT LT =05k S D
AMREMEI IR TRV & B 2 B D,

LU, T2 RN, 7T LAF—FRMEICONT, ERIEEAZRET
DT ENTE o7,

(3) =k

TEXRTVY COFMER XL 77T U E OBFRIC L D b OATIEEE )
SNTW5, TEFV VY COBEMERIC L DIFEEo@E0EEX, 777 7 Uik
EDOBFRIC L DIFENEL 0 BIRV, TEXR LY &7 7T U E DOBFHIC L DAT
BIHTEFRE TH Y | ZOREITHOEFRLINICTEAT 223, REFARS, JECHED
HEELIFEEOWREN SN,

757 T B ORERIOERICE > TT 'RV U HIMOM & A CHFENE
DY AT NIEETHRT D2 D, HEtIREIC Y 77 7 Ul IS BEEM T
S5, EFRETIE, TEXV VI RO T7 7 VBOFRIZTES Y O
BB & 0 & T & ORESEHEE A LI, BIOREBRTIE, 7TEXF U v
KO 575 VRO X DEEROH L EBFIZH LT, TEXFV VU COES
IFEE A S R Z Shedo 2y, TEXR LV VRN 575 OB S1% 2
BIHOFRZSIEERI Lz, ZNHDZ Enb, TEFVVI VKRN T T RO
FERIC L > TR SN DIFEECIE Y 77 T VN EE 2 RE 2 R LT D Z 2R
NEIND, (BH2)

(4) &Ehest

BEOEFRECBNC, EaEBRA LZSAE0T7TEXF ) U UITEF VY
VRO T T T CBROBERINC X B AEEEE U IME AT ATl S T B, — RIS,
TEXIVY UEELAS=V ) VHEOATREEIIRINRETH L EEZ LTS,
MZBITFATEXT U OAFTEEEED FRTRENEIZ DWW T, MEtS iR a3 89 12
RUTZ, ZORERNGIL, e RIS T XV ) U EAREBIRALCH, 1
T I1T 2 BB RIERE AT O AT U 2 7 OINIRERR S 2o T,
INHOT—HITHSE B MBI DEFEED Y 27 OHEANEIT A TZE 912720
(unlikely) &2 65, (B 2)



%89 bt FNOF—HIZESL TEX VI v OETTEM KR OFEEDO FTREM:

i b MIBT DR M O

RPIC T EX T U D OIGEZ T T-HEDIME (401 44) OTEF ) R
1 S.oxtEOEME (10,237 £44) (X9 2 e RKIEFTEOFTEE A ~ Xt =1.16 (95%(5HEHX
4 : 0.54~2.50)

R T B v ) U aRE St (147 £4) ICBW TR E OROBE
m7e L

THRIENC T XU U UIT o ) A BB SN-REROILIR (284 4) KX
3 TR O & 7RI T B o v ) ARSI RER O 7E (1,060 44) 128\ T
TR ELE DOLLROEEN T L

FHK ISk 2 5T OB B2 3 DD iR BRI BT, R K
OB T XV ) AU BENT-AHHUIBIT DA EFLR L

TERE A OWIRE OIERRIZEE T 2 Lhis G AR BRI 2BV ¢, R 14 METIZTEF vV
5 VRONT Ry REFEE SN ot (14 4) XUTEHE 14 8L I E S hui- 4ok
(57 4) DFHHUC I SN FE TR BH DR OAE RN L

AR B A (malformed infants) 6,935 4 OJEBIKIRIFZE T, IHRPICT EF >
6 Vo MO\ 575 et kRE U=l 5 T8RS R AT OA4 v Ath=14
(95%[EHEXE : 0.9~2.0) (VA7 DM L)

HVER OB & REROIHESIICBIT AT EXR ) v 87 575 UVEROBF
A G-ORLEM 4,826 4 DI ORAEL LI ARRER CRlsi Sz, 7TEF
7 U NN T 7T VRO GREOIREE (2,394 £4) TIXHAERD 92
(3.8%)12, FEBGREDIHARAE (2,415 £) TIXHANLD 58 Bi(2.4%) | EEFEMERGI 73 Fr
b, ARG B O CHEEICE ST,

. —AREEIRIAER
TEXT VY O REEEERERE R AR 90 (IR LTz, (B 5)




F90 TEXIUY OB R

REBRTE H i) P A e FRERERE
ks | BREMER OveY L— | ICR i~ 7 & g 1,000, 4,000 WL
A N DYEFA~DE)

FAEHEIER (BX > 2 | ICR R~ T A g 1,000, 4,000 L
v 7)
RIR SD RIEET > 0 1,000, 4,000 B
I
R 1EH (HAFFNER | dd &~ = s 1,000, 4,000 | L
1%(Tail pinch 7))
PEERSS | MLFE - DA%k A X (R e qn| 1,000 B L
H )
<% - R | SD RBET v N 4,000 B L
s (HEFRI: T)
fid 055 DULHE ) )2 Y | Hartley & 1.25X 104, 5.0X | #2487 L
EiSCUES HEELE Y B 104 g/mL
% - s SD REET >~ N 1.25X 104, 5.0X | #4872 L
(7 HARE P AR AR A | B 10 g/mL
(FBE)
A | 2205 B A X (R e 1,000 WL
AR - )
VRS | fEHEE B EhiEEh A =Y 1.25X 104, 5.0X | 54887 L
PA 104 g/mL
fii H [ AR AT E HEENLE Y b 1.25X 104, 5.0X | B8 L
(TEFLaY A 10 g/mL
AT AN T L)
B R SD RHEET >~ 1.25X104, 5.0X | s/ L
(tm h=) k 10 g/mL
Fi 7= F B SD R&MfEZ 1.25X10%, 5.0X | s L
k 10 g/mL
EHgRE | RE. EMPE PRI SD RHEZ v [f&O 64. 250, 1,000, | 2L
k 4,000
oM | R ER - JRETRIEK | A = o % SR 0.5, 1.0, 2.0, | #&7L
EH 4.0 % SERTEIR
iR

a : HALZFEHE L QW72 WRBRIZEB W CiE, BT mg/kg (R

. MEYFRIREICEE T SR
(1) E FMERHEESMEICNT SR/ EERIEEE (MIC) @
Rk 18 FFE RN MR ETE TEiAPTETEYE O F 228

T 1BV T, B FORGNATE R

ZDOUWNWTD

KT ATEXFTUY  MIC NG TN D,

(3 91)

A SNTZEHFED 9 B, fie bRV MICso 1. Bifidobacterium spp.? =0.06 pg/mL
ThHotz, AHEDFRERDS, MICear 1 0.243 pg/mL (0.0002 mg/mL) &&HHEN
Te. (M 37)



#91 TEXVVU DO MEPHIE R SRR 5 MIC

. N MIC (ug/mL)

e R MICso P
FEscherichia coli 30 4 1~>128
Enterococcus spp. 30 0.5 0.256~1
Bacterordes spp. 30 64 16~>128
Fusobacterium spp. 20 2 0.25~8
Bifidobacterium spp. 30 =0.06 =0.06~1
Eubacterium spp. 20 0.25 0.12~1
Clostridium spp. 30 0.5 0.25~0.5
Peptococcus spp./ Peptostreptococcus spp. 30 0.25 =0.06~0.5
Prevotella spp. 20 0.12 =0.06~128
Lactobacillus spp. 30 0.5 0.5~4
Propionibacterium spp. 30 0.12 0.12~1

(2) E MERHEEESBEEICHT 2 MICQ

JECFA X, VICH @ GL36 [ZH#EiLL . &t FORGNMIETE ORI EFEIZ G 55
M FRIR B OV TR L TV D, TEX TV U U3 E coli (MICs0=5 pg/mL) .
Bifidobacteriumspp. (MICs0=0.06 pg/mL) . Clostridiumspp. (MIC5=0.1 pg/mL) .
Bacteroides spp. (MIC50=0.5 pg/mL). Lactobacillus spp. (MIC5=0.25 ug/mL) .
Fusobacterium spp. (MICs0=0.1 pg/mL). Eubacterium spp. (MICs0=0.1 pg/mL)
KX Peptostreptococcus spp. (MICs0=0.1 ug/mL) (Zxf LIEHETH 7=, ZiHD
MICso (235 &, MICeale 1% 0.10 pg/mL EHEH SN2, (BE2, 34)

(3) E MERNMEZSBEICXY S MICO
8 LT v NAR T T 4 7 H KD Bifidobacterium spp. 76 T £ & Y
Lactobacillus spp. 46 FRRIZHOWTTEX T U D MIC Zii7-, i~/ EE
DREBFNITEFX T2 Y AN H Y . MIC 12=0.25~0.5 pg/mL O#iH Th -
. ZH2)

(4) E MERMERICRIZTEE
10 4 DfEFE hART T 4 TIZTEX VY VR (500 mg) & 8B L2 7
ARG L, DFEN R OB IS0 DI OV TllR Tz, 7EF U D
PGz L, ﬁ@qﬂfﬂﬂl% (ZHEED R BALN B BTN, BHERE IRV T, Filc/e T

TRV VMR, I E coli. Klebsiellaspp. (N Enterobacterspp. D 5t HabE
NHHNTZ, 6 Z.OD%EZ%%%@H@MH-% IZBWT, BT 7 Z~—BIEMERA LI,
(M 2)

12408EF e NART T 47 (B 64, Fln18~405%) IZT7EXFTV Y K
W7 777 VEBRORERITH L8R (1,000mg) 2 1 H 17 HE&RS L, #EH2#K
Hai, WP L OEE% (85 2 HRiI~&56844 35 B ([ZEELL TED=



MR 2 530 U7, TEREFY, AL O TRITIC L . B bau=—D& A
TERTEEDNB L VLV TRE SN, TEXV VI &7 T 7T U oFEIZEY
M DIGWNHEE Ch D Enterococcus spp. X N E. coli DELHBHEI L7273,
Bifidobacterium spp.. Lactobacillus spp.}2 " Clostridium spp. |34 B2 LTz,
F7o. C. difficile H> 3 2 DYIRE D DR STz, 2 HHRERE ORGP 5 Jiofs
$:5-35 Bz IZd@F ORBIZHEIRE LTz, (B 2)



. EFFH#EZFOFE
1. JECFA 25+ 551

5575 [l (2011 4F) TlX, AFO X D IZFHE L7,

b MAERGE LTTES V) U EETe_= U ) VA TRIRICHER L2546, 8
JEZ LIEUIERAET S Z 200 iBUEN TR EThH L EEZ LN, Ll
% 36 [HIEFRIZBWTERIE SN2 D=0 U O el (toxicological
guidance value) Toh 5 30 pg/ N, =V VFADFREMIKTT AR OIX< E&

T LK —DEED 4 SDOFFWFFEICIE S HOTHY , X IA_"=v U v JI%F;%'\:E’J z
B L7 A RO TU i, £, REMTIES 528, X on=v U L i LT,
TEF TV AXZ NI L DICTFRIRISEMENNT T T D T E DR E N
TW5b, AFFERILTMRNGENREIND Z AR L7 BT, AR L, Bl
FOTEFT VY VEREMICROIEKBEIND Z IR T VL — 2l T52 L
X CERoTz, Loz e, JECFA 1L, 5 75 RIERICB W T R=v U VO
BN 5T VAKX =GB 5F D T2 OISR E Sl (30 ug/ A) 1%, 7EFT
U DOFRRNTHRT U CIIAREIRSFRETH D Ll 7=,

Fiz, WEWFHADI Z L FoORIC LW EH Lz,

0.10 (ng/mL)ax 220 (g)b

a: MICea : Escherichia coli, Bifidobacteriumspp.. Clostridiumspp.. Bacteroidesspp.. Lactobacillus
spp.. Fusobacterium spp.. Eubacterium spp.. Peptostreptococcus spp.?> MICso (2 & HH

o b MEBAA R

c B FORBRT, TER TV L ORNDRPYEIERD 43.4% ThH o722 LD, FIFIATHE
72 0 EO/7 L 1—0.434=0.566

d: b MKE

o

o

ZOWAEFR) ADT 1%, BT EXR L) UEREMOROIELBICL AT LIV
PN FEFITH Z 0 Z RN ERTTHEETHD Eiiam Lz, Lzd-> T,
ADI % 0~0.7pg/kg KE/H LEE LTz, (B2, 34)

%85 &k (2017 4F) Tik., BHATHWARIBNARE & LT 500 mL 2 v, 4t
W) ADI % 0.0015 mg/kg AHE LB H L, ADI % 0.002 mg/kg (AE & % E Lz, (B
12)

2. EMA (28T 55
R=V U VHHIZOWTE, BAEES E LT 30 U EOFEABERSH Y . EE AT
DMK AT DS S 72 E Ly ADLHEERE SALTUVRYY, Lo L, iSO 2348
NSRS ZA DN DEWERTH Y . B OR= ) VEREIRR NS H L5257
LA —OSOEEITITE A ERWR RED AMPA 37 LV7 T Y | s
(CREBRERNZ RICT RN O D EWOWMERHDH Z LD, HEE KR NZRIRHIE
WDT=DIZ, 6 FEFHD =2V L FAIZOWT MRL (73 v U v AREET 50 pglke,



4 pglkg) PEEINTND, (B 38)

3. FDA |25+ AEEH
TEXFVVI O ADIFRESNTELT, I TX I EOREMAREE LT, 4+
DA EEN N OFLIZH LT 0.01 ppm MREIN TS, (B 39)

4. APVMA [ZHI1+ 558
TEFT Y 220 T NOAEL 200 mg/kg (AE/ HIZ 224548 & LC 1,000 % i A
L. ADI (0.2 mg/kg (AF/H) MNREINTWD, Fi=, WIEEMOR K OWIK, 2k
FL. FEHAF N BIEDO A, P OWRNIZ% LT 0.01 mg/kg @ MRL 2352 7E STV
%, (B 21)



V. BmfEREs g5

A, TEF VY COEERMERE UIZER D R IR AR Al 2 556t L 7=,

HMENRERBRIZ BT, O BEGRITITHEONIZRIN ST, B N E2EDIEE A EDH)
WIFEIZ BTG 2 FEREIDANIZ Crax IZEELTZ, A XORBRIZBW T, SHEOR
A% G RN OFFNAS TR S T2, (RPN S 7= 7 B3 2 2 U AT RICHR
=,

F72. Ty b BUIEA~OTEF VY COROEGHIC, I, R OVSUTR
PG & LT AMA KUY T DKP 36l S 7=,

b MZBWTIE, RPIZ AMA KOVAMP MG & LA LN, B MNFIZ7ma Y
— L% W in vitro DREHFBRTIL, 2o OREMITA Lo T,

PR TCIX, B BR O L DICHIRANE G- OGS 2R E . Bl bk
L7, BOEEREBRTIL, @ TH 5 AMO, AMA KO DKP OFREHEE 2 HIE LT
WD, el 72 R4 213 AR TR THBR RN & 72 o 7o, RO CTIE, =
DT E AN O T OMBRTIREIL, thofEE ik L Tl B EERAX
IR PR AR 2 70 DA A 23 B AT,

BamtiA B Tl in vitro D=2 A v b7 v A TlidfkEHE T DNA #5425 i
Z L7, FBITERECEE S, DNA 2 EEIRT A21EH L R0 biai-7-
ZEmb, TEXRTUY T KD DNA HEGIEMRESETEOREARIT L DRI BT
bBHEEZ BN, £, TOMOD in vitro DFEERWT NI TRV D U RONNT TT 5
VEEOBLEAE W THEm S 1L2 in vivo DFEBRTIIEETH o722 b, TEFV
DU ATITAERIZ & o TRBRIE & 72 28 nm 372 < . ADI Z58E+ 2 2 & IdAfhE
EZT,

F 72, BRI L O DS AR BRI X 520 S TRy, JECFA Oftda, 7~ b
%z 6 2> A AR ER CIEE XU XRIEE MR A SN Ix B2 0 > 12 2 & Y
BAREMERBRE RN G, TEX VY SIEPAMERT D LB WEHE LT,

1. EHEFEHADIIZDONT

BRI ER BV T S 72 NOAEL (500 mg~4.0 ghkg (RE/H) 1342 CRERO
EHETHS7D, FRBROHEHAIIRE RESN TS Z &, 2o, &5 AR
BRPEGRE LT 4.0 ghg (KF/B WO IEFICEARE TR L2l bH 5 2
LG, % BRO NOAEL (324 TH D B 2T,

RV Y VRSO RRTEXF VY AR L TH T LIS —aarnd &, ik
TEENi-b FTIIVEOTEF VI CORAMNRIE FBICLVIBBUENHE R IND
ZEEMNS, TEXR VUV COREMTHICBW T, BRI L U I EED
LB IND,

BREAFBAIT, 2007 FITRU DR ATHONT, —HERED 30 pg/ A
(0.0005 mgrkg IRHE) A ChiUTt MIEKRFEL LIFI/R2WVEFHMEL, 72721,
ZOEBEUIFAT EATREZRIR W D7 5 Z EMEFE L E Lz, L Lanh, 207
PEEAIFEEEE (0.0005 mgrkg REE) 1%, {0 4 SOEFRFEORLF =2V L5k
KT ARBROIE BIC LV AE LT VAR —RIGEBILE 75 5D Tho71-,



F7o. REIZRIATIZH AN, RUOA_R= U IO~ = T R & g L
T, TEXRT VY AXE T E & DIEFRIOEHEDPMRNINT T o Th 5 Z L DR S
TS, BT, ARIEROPFFENHIX, ‘AP OTEF T2 U VBRI
FKESNAZ LICEVEI DT LT3R I LTV,

TEFXTVY UL HIEETONT T R N T U AR—F =2 L > CGRIRIZRI S 4,
A R O3 fm 3N S e, £72, 7EF T2 oI EE L CiE, SN
TRISINONT T D AREMEIIEE TE 2o 7203, TEF VU U VK OEDOE D &
2R G L OFEE IR N GRRCIIR AKROS A FT RS, T U T g EoR LAER
NI E B 2 Bz,

L7203 - T, BMOBEICHES THRVIAENDEICE > TT LAV =N I N5 Af
REMEIIRD TRV &8 2 7,

LINLRNS, T2 NPREL WDz, 7 LAF =R O\ CERFEIEZ
RETHZENTETP, B ADL ICHOW CERMIZREIWNTZ L -7,

2. MEMF ADI IZDUVT
Rk 18 R MR AT [E TR E O SR B ) Ok
51551072 MICeald0.0002 mg/mL % FHu T, VICH 0% I & v A4 ADI
% 0.0013 mg/kg A/ H L RH L7,

0.0002 2 x 220 b
ADI= =0.0013 mg/kg K/ H
0.566 cx 60 d

: MICeale : BRI Z DRI L CEMEA AT 2 BOFE MICso @ 90 %(EFFRA O TIHME (mg/mL)

: REIBNE D& ()

B FORBRT, TEXIVY UOE BN WRAYEIERIT 43.4% Th o7 Z &6 FIIHATEEZAR D
FAEDS31H1E 1—0.434=0.566

: B FofkE (kg)

T ®

o

oL

3. ADI DERFEIZDLNT
TEXT VY OBMBEREEESHHIIZ OV TIEL, ADI & U CROIEZERAT 5 2 &0
WY EEZ T,

ADI 0.0013 mg/kg {&<&/H

IEBEIZOWTIL, UGl R 2 F 2 B EE O RIE L 217 5 BRICHER 35
ZElTB,



#* 92 JECFA RUBMREREZERITHEITHEEARBRDOESHEEFOLR

. 5% (mglkg (EH/ ML (mglkg (KE/H)
il s ) JECEA i AERS
~ A | AgildEE 0. 0.4, 1.3, 4.0 g/kg {& g, BRI VEE) - 4.0 g/kg
#/H KE/H ke H®R
AT IR L
R 0. 200, 500, 2,000 |— GRXETZTY) |— GXETXT)
Sk |21 HE#ZA0, 500 500 e &) | —
PO
21 HIMHLZ]0, 500 500 OemHE) | —
PO
1 7 HR#A] 0,0.4,0.9,1.9,4.0 glkg 4.0 glkg (KEH/H G &)
P {KE/H
6 7>HMHA]0,04,0.9,.1.9.4.0 gkg 4.0 ghkg (KEH/H G &)
P {KE/H
26 A A]0, 200, 500, 2,000 |2,000 GxE M) |2,000 GEH®)
P
AFlEED [0, 200, 500 500 e HE) | BlEhin, IR - JRIE, 8,
AEGERE ST+ 500 (s FH &)
ATEFMED |0, 0.4, 1.3, 4.0 glkg {& FE, e, B 4.0 g/kg
&H/H KE/H  GxE R
TERTEMEZ L
AFEEMES |0, 200, 500 500 KEW), JTEW) : 500 G
)
AT 0. 200, 500, 2,000 |2,000 (i fHE) | 2,000 (g HE)
TEAT AR L TERTEMEZ L
(% |14 HREHA|250 250 —
PR
6 72 H A0, 200, 500, 2,000 |[2,000 (G5 HE) | 2,000 (K& &)
PR
o |4 EMEAYE| 0. 100, 300, 500 mg/ 500 Ui &) | —
1 L/ A
FMESA ADI (mg/kg (KE/H) RERL RIE LA
T ADT SR EARHL
A=A ADI (mg/kg (K5 H) 0.002 0.0013
TRAED ) ADT 3% EARAL b NENAIEE | B b N AR B R o
43 BiER > MICso | MICs0 2> 51553172 MICeal
B A B {72 0.0002 mg/mL
MICeac 0.10
ug/mL
ADI 0.002 0.0013

— SR ORI L




(RIHR 1 : IRENEFRENR)

WA AR
ADI —HEIGFAE &
Alb TIVT I
APVMA F—2 N7 VTR - BHEELR
AUC W HhAR T AR
CFU 21 = — BRI
CL IVT T A
Cmax M35 S A =
EM(E)A RPN R 7
F IAFTT AT T4
FAO (B A bR e R
FDA KEREKGL R
HPLC EEIR 7 v~ N5 T 4 —
JECFA FAO/WHO & [R1 & b I REFH 2558
Ka WA EE AL
Kel EF UYL
LDso FHEEE
MIC i/ NREB LIRSS
MICso 50%5c/NFE B PH T
MRL N
MRT SR RE R ]
NOAEL pil =
T TH -0
T.Chol oL ATo—L
Vd AR
Tmax R TR P B R ]
Vdss TE R A S
WHO HEF R RS




(AR 2 - KBEHRIR

HEFR L
AMA TEF TR
HO
0
N S\ _CH,
NH, COOH HN CHs,
COOH (&HH 40)
AMPA14 NRovnafg
CHy

5
R—NHCH—CH “C(C
OOH NH—CHCOOH
R: BRTER=0 ) URPUEWEIC LV 7 B,

(&M 41)
APM TEXT VY AT ILT 4w TR
HO
(o]
HS
N CH CH,
H [|
NH, COOH N CHs
COOH (P 13)
DKP TEXRIVY UERTGIQ5- U

(TEXFLV L ERT -2 5-UF )

o _N s
CH,
I I HN\8<CH3
N o}
COOH
HO (1 40)

MI HO OH
o)
mu S\ _CH,
NH, N CH3
o
COOH (=B 15)
M2 HO
o)
N——l/ S, CH
H 3
CHO /7—N CH3

COOH (&HE 15)

14 2P 5 Cld TAMPA : penicilloic acid |, £ 11 Tl [AMPA=r | LildEish s,




M3 HO
0
N— S\ _CH,0H
H |
NH, SN CH,
© COOH (&P 15)
M4 HO
0
s
N— CHO
H |
NHZ /_N CH3
° COOH (&H 15)
M5 HO
o
N S\ _COoH
NH, ];N CH,
© COOH (=R 15)
M6 HO
0
s
N— CH,
H |
NH2 /—N\2<CH3
° ! (5 15)
M7 B
HO
o
CoHgOg ——
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